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DOUBLE-STRANDED OLIGONUCLEOTIDE AND CONJUGATE FOR INHIBITING
EXPRESSION OF C3 GENES, AND USES THEREOF

FIELD

[0001] The present disclosure relates to the field of pharmacy, in particular to a double-stranded

oligonucleotide for inhibiting expression of C3 gene, conjugates and uses thereof.

BACKGROUND

[0002] The complement system is a crucial component of the body's innate immunity, composed
of more than 50 soluble proteins and membrane-bound proteins. The complement system plays a
vital role in various life activities, such as defending the body against foreign substances, cell lysis,
inflammatory responses, the dissolution of immune complexes, the clearance of apoptotic cells,

and the enhancement of humoral immune responses.

[0003] Complement activation occurs through three main pathways: the classical pathway, the

alternative pathway, and the mannose-binding lectin (MBL) pathway.

[0004] Given the important role of the complement system in defending against foreign
substances, clearing immune complexes within the body, and participating in adaptive immunity,
abnormalities in the complement system are closely associated with numerous diseases, such as
kidney diseases and autoimmune disorders. For example, atypical hemolytic uremic syndrome
(aHUS) is characterized by microangiopathic hemolytic anemia, thrombocytopenia, and acute
renal failure. Over 50% of aHUS cases are associated with mutations or polymorphisms in
complement regulatory factors such as Factor H, Factor I, MCP, C4BP, Factor B, and C3, as well
as the production of autoantibodies against Factor H. These mutations or polymorphisms typically
occur in a heterozygous state and affect the secretion and function of these proteins. Another
example is type Il membranoproliferative glomerulonephritis (MPGN), a severe class of kidney
disease typically characterized by electron-dense deposits visible under electron microscopy,
accompanied by the proliferation of the glomerular basement membrane and mesangial cells.
Individuals with Factor H or C3 deficiency are susceptible to this disease. Furthermore, MPGN is

also associated with the body's production of autoantibodies against the C3 convertase of the
-1 -



10

15

20

25

alternative pathway (also known as C3 nephritic factor, C3NeF). Glomerulonephritis is a disease
characterized by kidney damage caused by excessive complement activation triggered by immune
complexes in the renal blood vessels. C3 and its regulatory proteins, Factor | and Factor H, are
closely linked to the onset and progression of glomerulonephritis. A deficiency in Factor | and
Factor H leads to the dysregulation of C3. In addition, C1lq knockout mice can produce
autoantibodies, which make the apoptotic cells unable to be effectively cleared, so the mice are

susceptible to immune complex-mediated glomerulonephritis.

[0005] Within the classical, lectin, and alternative pathways of the complement system,
theuraputic targets currently under development include C1 (C1q, C1r, C1s), MASP, C2, C3, C5,
and C6. For targeting the key complement protein C3, several companies are developing peptide
drugs (e.g., AMY-101, APL-1) or recombinant enzymes (CB2782) for the treatment of diseases
such as paroxysmal nocturnal hemoglobinuria (PNH), chronic obstructive pulmonary disease
(COPD), and age-related macular degeneration (AMD). However, very few drugs targeting the key
complement protein C3 are currently being developed for the treatment of kidney diseases.

[0006] Therefore, providing a double-stranded oligonucleotide that inhibits C3 gene expression
is of great significance for improving the disease course in patients with C3 deposition in renal
tissue, and for the alleviation, prevention, and/or treatment of diseases or conditions mediated by
the C3 gene.

SUMMARY

[0007] In view of the foregoing, the present disclosure provides a double-stranded

oligonucleotide for inhibiting the expression of C3 gene, a conjugate thereof and uses thereof.

[0008] To achieve the foregoing objects, the present disclosure provides the following technical

solutions:

[0009] In a first aspect, the present disclosure provides a double-stranded oligonucleotide for

inhibiting expression of C3 gene, comprising a sense strand and an antisense strand;

[0010] from 5'-end to 3'-end, nucleotides of positions 2 to 19 of the antisense strand comprise a

complementary region to a C3 RNA transcript, wherein the complementary region comprises at
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least 17 contiguous nucleotides of any one of the nucleotide sequences as set forth in SEQ ID NOs:
213 to 424 or a nucleotide sequence having 1, 2 or 3 nucleotide differences from the at least 17
contiguous nucleotides; and

[0011] the sense strand comprises at least 17 nucleotides, and the sense strand and the antisense
strand are complementary or substantially complementary to form a duplex region, wherein being
substantial complementary means that the sense strand and the antisense strand have no more than

3 nucleotide mismatches in the duplex region.

[0012] In some optional embodiments of the present disclosure, the antisense strand comprises
a nucleotide sequence having 0, 1, 2 or 3 nucleotide differences from any one of the sequences as
set forth in SEQ ID NOs: 213 to 424.

[0013] In some optional embodiments of the present disclosure, the antisense strand comprises
a nucleotide sequence having 0 or 1 nucleotide difference from any one of the sequences as set
forth in SEQ ID NOs: 213 to 424.

[0014] In some specific embodiments of the present disclosure, the antisense strand is selected

from or comprises any one of the nucleotide sequences as set forth in SEQ ID NOs: 213 to 424.

[0015] In some optional embodiments of the present disclosure, the sense strand comprises at
least 17 contiguous nucleotides of any one of the nucleotide sequences as set forth in SEQ ID NOs:
1 to 212 or a nucleotide sequence having 1, 2 or 3 nucleotide differences from the at least 17

contiguous nucleotides.

[0016] In some optional embodiments of the present disclosure, the sense strand comprises a
nucleotide sequence having 0, 1, 2 or 3 nucleotide differences from any one of the sequences as set
forth in SEQ ID NOs: 1 to 212.

[0017] In some optional embodiments of the present disclosure, the sense strand comprises a
nucleotide sequence having 0 or 1 nucleotide difference from any one of the nucleotide sequences
as set forth in SEQ ID NOs: 1 to 212.

[0018] In some specific embodiments of the present disclosure, the sense strand is selected from

or comprises any one of the nucleotide sequences as set forth in SEQ ID NOs: 1 to 212.

[0019] In some specific embodiments of the present disclosure, the antisense strand is selected
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from or comprises any one of the nucleotide sequences as set forth in SEQ ID NOs: 213 to 424,
and the sense strand is selected from or comprises any one of the nucleotide sequences as set forth
in SEQ ID NOs: 1 to 212.

[0020] In some optional embodiments of the present disclosure, the antisense strand comprises
anucleotide sequence having 0 or 1 nucleotide difference from any one of the nucleotide sequences
as set forth in SEQ ID NOs: 241, 242, 285, 357 or 403;

[0021] In some specific embodiments of the present disclosure, the antisense strand comprises
any one of the nucleotide sequences as set forth in SEQ ID NOs: 241, 242, 285, 357 or 403.

[0022] In some optional embodiments of the present disclosure, the sense strand comprises a
nucleotide sequence having 0 or 1 nucleotide difference from any one of the nucleotide sequences
as set forth in SEQ ID NOs: 29, 30, 73, 145 or 191.

[0023] In some optional embodiments of the present disclosure, the sense strand comprises any
one of the nucleotide sequences as set forth in SEQ ID NOs: 29, 30, 73, 145 or 191.

[0024] In some specific embodiments of the present disclosure, the antisense strand comprises
any one of the nucleotide sequences as set forth in SEQ ID NOs: 241, 242, 285, 357 or 403, and
the sense strand comprises any one of the nucleotide sequences as set forth in SEQ ID NOs: 29, 30,
73, 145 or 191.

[0025] In some specific embodiments of the present disclosure, the double-stranded

oligonucleotide comprises one or more pairs of:

[0026] an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 241 or a
nucleotide sequence having 0 or 1 nucleotide difference therefrom, and a sense strand having a
nucleotide sequence as set forth in SEQ ID NO: 29 or a nucleotide sequence having 0 or 1

nucleotide difference therefrom;

[0027] an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 242 or a
nucleotide sequence having 0 or 1 nucleotide difference therefrom, and a sense strand having a
nucleotide sequence as set forth in SEQ ID NO: 30 or a nucleotide sequence having 0 or 1

nucleotide difference therefrom;

[0028] an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 285 or a
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nucleotide sequence having 0 or 1 nucleotide difference therefrom, and a sense strand having a
nucleotide sequence as set forth in SEQ ID NO: 73 or a nucleotide sequence having 0 or 1
nucleotide difference therefrom;

[0029] an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 357 or a
nucleotide sequence having 0 or 1 nucleotide difference therefrom, and a sense strand having a
nucleotide sequence as set forth in SEQ ID NO: 145 or a nucleotide sequence having 0 or 1

nucleotide difference therefrom; and

[0030] an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 403 or a
nucleotide sequence having 0 or 1 nucleotide difference therefrom, and a sense strand having a
nucleotide sequence as set forth in SEQ ID NO: 191 or a nucleotide sequence having 0 or 1

nucleotide difference therefrom.

[0031] In some specific embodiments of the present disclosure, the double-stranded

oligonucleotide comprises one or more pairs of:

[0032] an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 241, and a

sense strand having a nucleotide sequence as set forth in SEQ ID NO: 29;

[0033] an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 242, and a

sense strand having a nucleotide sequence as set forth in SEQ ID NO: 30;

[0034] an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 285, and a

sense strand having a nucleotide sequence as set forth in SEQ ID NO: 73;

[0035] an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 357, and a

sense strand having a nucleotide sequence as set forth in SEQ ID NO: 145; and

[0036] an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 403, and a

sense strand having a nucleotide sequence as set forth in SEQ 1D NO: 191.

[0037] In some specific embodiments of the present disclosure, the double-stranded

oligonucleotide comprises:

[0038] an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 241 or a
nucleotide sequence having 0 or 1 nucleotide difference therefrom, and a sense strand having a

nucleotide sequence as set forth in SEQ ID NO: 29 or a nucleotide sequence having 0 or 1
- 5-
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nucleotide difference therefrom.

[0039] In some specific embodiments of the present disclosure, the double-stranded

oligonucleotide comprises:

[0040] an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 241, and a

sense strand having a nucleotide sequence as set forth in SEQ ID NO: 29.

[0041] In some specific embodiments of the present disclosure, each nucleotide of the double-

stranded oligonucleotide is independently selected from a modified or unmodified nucleotide.

[0042] In some specific embodiments of the present disclosure, substantially all nucleotides of
the double-stranded oligonucleotide are independently selected from modified nucleotides,
wherein "substantially all nucleotides of the double-stranded oligonucleotide™ means that most but
not all of the nucleotides of the double-stranded oligonucleotide are modified nucleotides, and the

double-stranded oligonucleotide comprises no more than 5, 4, 3, 2 or 1 unmodified nucleotides.

[0043] In some specific embodiments of the present disclosure, all nucleotides of the double-

stranded oligonucleotide are independently selected from modified nucleotides.

[0044] In some specific embodiments of the present disclosure, each nucleotide of the double-

stranded oligonucleotide is independently selected from the group consisting of:

[0045] a 2'-halogen-modified nucleotide, a 2'-deoxy-modified nucleotide, a 2'-O-optionally
substituted Ci.6 alkyl-modified nucleotide, a 2'-O-(CH>)n,-O-R1-modified nucleotide, a 2'-amino-
modified nucleotide, an abasic nucleotide or a nucleotide analog, wherein the nucleotide analog is
one or more selected from peptide nucleic acid (PNA), Morpholino (MNA), bridged nucleic acid
(BNA), locked nucleic acid (LNA), glycol nucleic acid (GNA), threose nucleic acid (TNA) and
unlocked nucleic acid (UNA);

[0046] wherein n is selected from 1 or 2, R1 is selected from an optionally substituted C1.¢ alkyl
or an optionally substituted C1.¢ alkoxy; when R1 comprises a substituent, the substituent is selected

from a halogen, a Ci.6 alkoxy, a hydroxyl and an amino.

[0047] In some specific embodiments of the present disclosure, each nucleotide of the sense
strand and/or the antisense strand is independently selected from a modified or unmodified

nucleotide.
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[0048] In some optional embodiments of the present disclosure, substantially all nucleotides of
the sense strand and/or the antisense strand are selected from modified nucleotides, wherein
"substantially all nucleotides are selected from modified nucleotides” means that most but not all
of the nucleotides of the strand are modified nucleotides, and the strand comprises no more than 5,
4, 3, 2 or 1 unmodified nucleotides.

[0049] Insome specific embodiments of the present disclosure, all nucleotides of the sense strand

and/or the antisense strand are independently selected from a modified or unmodified nucleotide.

[0050] In some specific embodiments of the present disclosure, each nucleotide of the sense

strand and/or the antisense strand is independently selected from the group consisting of:

[0051] a 2'-halogen-modified nucleotide, a 2'-deoxy-modified nucleotide, a 2'-O-optionally
substituted Ci1.6 alkyl-modified nucleotide, a 2'-O-(CH2)s-O-R:-modified nucleotide, a 2'-amino-
modified nucleotide, an abasic nucleotide or a nucleotide analog, wherein the nucleotide analog is
one or more selected from peptide nucleic acid (PNA), Morpholino (MNA), bridged nucleic acid
(BNA), locked nucleic acid (LNA), glycol nucleic acid (GNA), threose nucleic acid (TNA) and
unlocked nucleic acid (UNA);

[0052] wherein n is selected from 1 and 2;

[0053] R is selected from an optionally substituted Ci.6 alkyl or an optionally substituted Ci¢
alkoxy; when R1 comprises a substituent, the substituent is selected from a halogen, a C1.¢ alkoxy,
a hydroxyl and an amino.

T

o Base
¢}
H
o
o) OH
[0054] Wherein, a nucleotide has a structure of: wlw , Where Base represents a

nucleoside base, and the nucleoside base of each nucleotide is selected from Uracil (U), thymine
(T), cytosine (C), adenine (A), and guanine (G).

[0055] In the present diclsoure, a 2'-halogen-modified nucleotide is a nucleotide in which the 2'-

hydroxyl of the ribosyl is substituted by a halogen, such as a 2'-fluoro-modified nucleotide.
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[0056] In some specific embodiments of the present disclosure, the 2'-halogen-modified

nucleotide is a 2'-fluoro-modified nucleotide.

[0057] In the present diclsoure, a 2'-deoxy-modified nucleotide is a nucleotide in which the 2'-

hydroxyl of the ribosyl is substituted by hydrogen.

[0058] Inthe present diclsoure, a 2'-O-(CH2)a-O-R:-modified nucleotide is a nucleotide in which
the hydrogen of the 2'-hydroxyl of the ribosyl is substituted by -(CH2)a-O-R1. Wherein: when n is
1, the 2'-O-(CH2)n-O-R:-modified nucleotide is selected from a 2'-O-ethoxymethyl-modified
nucleotide and a 2'-0O-2,2,2-trifluoroethoxymethyl-modified nucleotide; when n is 2, the 2'-O-
(CH2)n-O-R1-modified nucleotide is selected from 2'-O-methoxyethyl-modified nucleotide (also

known as a 2'-O-moe modified nucleotide).

[0059] In some optional embodiments of the present disclosure, the 2'-O-(CH2)»-O-R1-modified
nucleotide is selected from a 2'-O-methoxyethyl-modified nucleotide, a 2'-O-ethoxymethyl-

modified nucleotide and a 2'-0-2,2,2-trifluoroethoxymethyl-modified nucleotide.

[0060] In some optional embodiments of the present disclosure, the 2'-O-(CH.)n-O-R1-modified

nucleotide is selected from a 2'-O-methoxyethyl-modified nucleotide.

[0061] Wherein, in the present disclosure, "optionally substituted™ is used to define a variable,

which may be unsubstituted, and may be substituted.

[0062] In some optional embodiments of the present disclosure, each nucleotide of the sense

strand and/or the antisense strand is independently selected from the group consisting of:

[0063] a 2'-O-methyl-modified nucleotide, a 2'-fluoro-modified nucleotide, a 2'-O-

methoxyethyl-modified nucleotide and a 2'-deoxy-modified nucleotide.

[0064] In some specific embodiments of the present disclosure, each nucleotide of the sense

strand and/or the antisense strand is independently selected from the group consisting of:

[0065] a 2'-O-methyl-modified nucleotide, a 2'-fluoro-modified nucleotide and a 2'-O-

methoxyethyl-modified nucleotide.

[0066] In some specific embodiments of the present disclosure, each nucleotide of the sense
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strand and/or the antisense strand is independently selected from the group consisting of:

[0067] a 2'-O-methyl-modified nucleotide, a 2'-fluoro-modified nucleotide and a 2'-deoxy-

modified nucleotide.

[0068] In some specific embodiments of the present disclosure, the double-stranded

oligonucleotide comprises at least one 2'-O-methoxyethyl-modified nucleotide.

[0069] In some specific embodiments of the present disclosure, the sense strand has a length
selected from 18 to 21 nucleotides, and the antisense strand has a length selected from 19 to 23

nucleotides.

[0070] In some specific embodiments of the present disclosure, the sense strand has a length
selected from 17 to 21 nucleotides, and the antisense strand has a length selected from 19 to 23

nucleotides.

[0071] In some specific embodiments of the present disclosure, the sense strand has a length of

19 nucleotides, and the antisense strand has a length 21 nucleotides.

[0072] In some specific embodiments of the present disclosure, the antisense strand comprises
at least one 2'-O-methoxyethyl-modified nucleotide; and the sense strand comprises no more than

one 2'-O-methoxyethyl-modified nucleotide.

[0073] Insome specific embodiments of the present disclosure, the sense strand comprises no 2'-
O-methoxyethyl-modified nucleotide; and the antisense strand comprises one 2'-O-methoxyethyl-
modified nucleotide. Wherein, each nucleotide of the sense strand is independently selected from
a 2'-fluoro-modified nucleotide and a 2'-O-methyl-modified nucleotide; and each nucleotide of the
antisense strand is independently selected from a 2'-fluoro-modified nucleotide, a 2'-O-methyl-
modified nucleotide and a 2'-O-methoxyethyl-modified nucleotide, and the antisense strand

comprise one 2'-O-methoxyethyl-modified nucleotide.

[0074] In some specific embodiments of the present disclosure, the sense strand comprises one
2'-O-methoxyethyl-modified nucleotide; and the antisense strand comprises one 2'-O-
methoxyethyl-modified nucleotide. Wherein, each nucleotide of the sense strand is independently

selected from a 2'-fluoro-modified nucleotide, a 2'-O-methyl-modified nucleotide and a 2'-O-
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methoxyethyl-modified nucleotide; and each nucleotide of the antisense strand is independently
selected from a 2'-fluoro-modified nucleotide, a 2'-O-methyl-modified nucleotide and a 2'-O-

methoxyethyl-modified nucleotide.

[0075] In some specific embodiments of the present disclosure, from 5'-end to 3'-end, in the
nucleotide sequence of the sense strand, at least 3 nucleotides at positions 7 to 10 are selected from
a 2'-fluoro-modified nucleotide, and the remaining nucleotides are independently selected from a

2'-O-methyl-modified nucleotide and a 2'-O-methoxyethyl-modified nucleotide.

[0076] In some specific embodiments of the present disclosure, from 5-end to 3'-end, in the
nucleotide sequence of the sense strand, at least 3 nucleotides at positions 7 to 10 are selected from
a 2'-fluoro-modified nucleotide, no more than 2 nucleotides at positions 5, 12, 13, and 18 are
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are
independently selected from a 2'-O-methyl-modified nucleotide.

[0077] In some specific embodiments of the present disclosure, from 5'-end to 3'-end, in the
nucleotide sequence of the sense strand, at least 3 nucleotides at positions 7 to 10 are selected from
a 2'-fluoro-modified nucleotide, no more than 1 nucleotide at positions 5, 12, 13, and 18 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are independently

selected from a 2'-O-methyl-modified nucleotide.

[0078] In some specific embodiments of the present disclosure, from 5'-end to 3'-end, in the
nucleotide sequence of the sense strand, nucleotides at positions 7 to 10 are selected from a 2'-
fluoro-modified nucleotide, no more than 1 nucleotide at positions 5, 12, 13, and 18 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are independently

selected from a 2'-O-methyl-modified nucleotide.

[0079] In some specific embodiments of the present disclosure, the sense strand has a
modification pattern selected from (SS-1) to (SS-5):

[0080] (SS-1) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining

nucleotides are independently selected from a 2'-O-methyl-modified nucleotide;

[0081] (SS-2) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the

nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, nucleotide at
- 10 -
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position 5 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are independently selected from a 2'-O-methyl-modified nucleotide;

[0082] (SS-3) from 5-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, nucleotide at
position 12 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are independently selected from a 2'-O-methyl-modified nucleotide;

[0083] (SS-4) from 5-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, nucleotide at
position 13 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are independently selected from a 2'-O-methyl-modified nucleotide;

[0084] (SS-5) from 5-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, nucleotide at
position 18 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are independently selected from a 2'-O-methyl-modified nucleotide.

[0085] In some specific embodiments of the present disclosure, from 5'-end to 3'-end, in the
nucleotide sequence of the antisense strand, at least 4 nucleotides at positions 2, 6, 9 to 12, 14, and
16 are selected from a 2'-fluoro-modified nucleotide, and the remaining nucleotides are
independently selected from a 2'-O-methyl-modified nucleotide and a 2'-O-methoxyethyl-modified

nucleotide.

[0086] In some specific embodiments of the present disclosure, from 5-end to 3'-end, in the
nucleotide sequence of the antisense strand, at least 4 nucleotides at positions 2, 6, 9 to 12, 14, and
16 are selected from a 2'-fluoro-modified nucleotide, nucleotides at positions 2, 6, 14, and 16 are
selected from a 2'-fluoro-modified nucleotide, and the remaining nucleotides are independently

selected from a 2'-O-methyl-modified nucleotide and a 2'-O-methoxyethyl-modified nucleotide.

[0087] In some specific embodiments of the present disclosure, from 5'-end to 3'-end, in the
nucleotide sequence of the antisense strand, at least 4 nucleotides at positions 2, 6, 14, and 16 are
selected from a 2'-fluoro-modified nucleotide, any one of the nucleotides at positions 9 to 12 is
selected from a 2'-fluoro-modified nucleotide, and the remaining nucleotides are independently
selected from a 2'-O-methyl-modified nucleotide and a 2'-O-methoxyethyl-modified nucleotide.

- 11 -



10

15

20

25

[0088] In some specific embodiments of the present disclosure, from 5'-end to 3'-end, in the
nucleotide sequence of the antisense strand, at least 4 nucleotides at positions 2, 6, 14, and 16 are
selected from a 2'-fluoro-modified nucleotide, any one of the nucleotides at positions 9 to 12 is
selected from a 2'-fluoro-modified nucleotide, at least one nucleotide at positions 8 and 15 is
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are

independently selected from a 2'-O-methyl-modified nucleotide.

[0089] In some specific embodiments of the present disclosure, from 5'-end to 3'-end, in the
nucleotide sequence of the antisense strand, at least 4 nucleotides at positions 2, 6, 14, and 16 are
selected from a 2'-fluoro-modified nucleotide, any one of the nucleotides at positions 9 to 12 is
selected from a 2'-fluoro-modified nucleotide, nucleotide at position 8 or 15 is selected from a 2'-
O-methoxyethyl-modified nucleotide, and the remaining nucleotides are independently selected

from a 2'-O-methyl-modified nucleotide.

[0090] In some specific embodiments of the present disclosure, the antisense strand has a
modification pattern selected from (AS-1) to (AS-8):

[0091] (AS-1) from 5'-end to 3'-end, in the nucleotide sequence of the antisense strand, the
nucleotides at positions 2, 6, 9, 14 and 16 are selected from a 2'-fluoro-modified nucleotide,
nucleotide at position 8 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the

remaining nucleotides are independently selected from a 2'-O-methyl-modified nucleotide;

[0092] (AS-2) from 5'-end to 3'-end, in the nucleotide sequence of the antisense strand, the
nucleotides at positions 2, 6, 10, 14 and 16 are selected from a 2'-fluoro-modified nucleotide,
nucleotide at position 8 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the

remaining nucleotides are independently selected from a 2'-O-methyl-modified nucleotide;

[0093] (AS-3) from 5'-end to 3'-end, in the nucleotide sequence of the antisense strand, the
nucleotides at positions 2, 6, 11, 14 and 16 are selected from a 2'-fluoro-modified nucleotide,
nucleotide at position 8 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the

remaining nucleotides are independently selected from a 2'-O-methyl-modified nucleotide;

[0094] (AS-4) from 5'-end to 3'-end, in the nucleotide sequence of the antisense strand, the

nucleotides at positions 2, 6, 12, 14 and 16 are selected from a 2'-fluoro-modified nucleotide,
- 12 -
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nucleotide at position 8 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the

remaining nucleotides are independently selected from a 2'-O-methyl-modified nucleotide;

[0095] (AS-5) from 5'-end to 3'-end, in the nucleotide sequence of the antisense strand, the
nucleotides at positions 2, 6, 9, 14 and 16 are selected from a 2'-fluoro-modified nucleotide,
nucleotide at position 15 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the

remaining nucleotides are independently selected from a 2'-O-methyl-modified nucleotide;

[0096] (AS-6) from 5'-end to 3'-end, in the nucleotide sequence of the antisense strand, the
nucleotides at positions 2, 6, 10, 14 and 16 are selected from a 2'-fluoro-modified nucleotide,
nucleotide at position 15 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the

remaining nucleotides are independently selected from a 2'-O-methyl-modified nucleotide;

[0097] (AS-7) rom 5'-end to 3'-end, in the nucleotide sequence of the antisense strand, the
nucleotides at positions 2, 6, 11, 14 and 16 are selected from a 2'-fluoro-modified nucleotide,
nucleotide at position 15 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the

remaining nucleotides are independently selected from a 2'-O-methyl-modified nucleotide;

[0098] (AS-8) from 5'-end to 3'-end, in the nucleotide sequence of the antisense strand, the
nucleotides at positions 2, 6, 12, 14 and 16 are selected from a 2'-fluoro-modified nucleotide,
nucleotide at position 15 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the

remaining nucleotides are independently selected from a 2'-O-methyl-modified nucleotide.

[0099] In some specific embodiments of the present disclosure, from 5'-end to 3'-end, in the
nucleotide sequence of the sense strand, at least 3 nucleotides at positions 7 to 10 are selected from
a 2'-fluoro-modified nucleotide, and the remaining nucleotides are independently selected from a

2'-O-methyl-modified nucleotide and a 2'-O-methoxyethyl-modified nucleotide;

[00100] in the nucleotide sequence of the antisense strand, at least 4 nucleotides at positions 2, 6,
9t0 12, 14 and 16 are selected from a 2'-fluoro-modified nucleotide, and the remaining nucleotides
are independently selected from a 2'-O-methyl-modified nucleotide and a 2'-O-methoxyethyl-

modified nucleotide.

[00101] In some specific embodiments of the present disclosure, from 5-end to 3'-end, in the
nucleotide sequence of the sense strand, at least 3 nucleotides at positions 7 to 10 are selected from

a 2'-fluoro-modified nucleotide, and the remaining nucleotides are independently selected from a
- 13 -
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2'-O-methyl-modified nucleotide and a 2'-O-methoxyethyl-modified nucleotide;

[00102] in the nucleotide sequence of the antisense strand, at least 4 nucleotides at positions 2, 6,
9to 12, 14 and 16 are selected from a 2'-fluoro-modified nucleotide, nucleotides at positions 2, 6,
14 and 16 are selected from a 2'-fluoro-modified nucleotide, and the remaining nucleotides are
independently selected from a 2'-O-methyl-modified nucleotide and a 2'-O-methoxyethyl-modified

nucleotide.

[00103] In some specific embodiments of the present disclosure, from 5-end to 3'-end, in the
nucleotide sequence of the sense strand, at least 3 nucleotides at positions 7 to 10 are selected from
a 2'-fluoro-modified nucleotide, no more than 2 nucleotides at positions 5, 12, 13 and 18 are
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected

from a 2'-O-methyl-modified nucleotide;

[00104] in the nucleotide sequence of the antisense strand, at least 4 nucleotides at positions 2, 6,
9to 12, 14 and 16 are selected from a 2'-fluoro-modified nucleotide, nucleotides at positions 2, 6,
14 and 16 are selected from a 2'-fluoro-modified nucleotide, at least one nucleotide at positions 8
and 15 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides

are selected from a 2'-O-methyl-modified nucleotide.

[00105] In some specific embodiments of the present disclosure, from 5'-end to 3'-end, in the
nucleotide sequence of the sense strand, nucleotides at positions 7 to 10 are selected from a 2'-
fluoro-modified nucleotide, no more than 1 nucleotide at positions 5, 12, 13 and 18 is selected from
a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a 2'-O-

methyl-modified nucleotide;

[00106] in the nucleotide sequence of the antisense strand, at least 4 nucleotides at positions 2, 6,
14 and 16 are selected from a 2'-fluoro-modified nucleotide, any one of nucleotides at positions 9
to 12 is selected from a 2'-fluoro-modified nucleotide, at least one nucleotide at positions 8 and 15
is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are

selected from a 2'-O-methyl-modified nucleotide.

[00107] Insome specific embodiments of the present disclosure, the sense strand and the antisense
strand of the double-stranded oligonucleotide have a modification pattern selected from (ds-1) to
(ds-8):
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[00108] (ds-1) from 5-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining
nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00109] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 9, 14,
and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a
2'-O-methyl-modified nucleotide;

[00110] (ds-2) from 5'-end to 3-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining
nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00111] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 10,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a
2'-O-methyl-modified nucleotide;

[00112] (ds-3) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00113] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 11,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a
2'-O-methyl-modified nucleotide;

[00114] (ds-4) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00115] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 12,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a
2'-O-methyl-modified nucleotide;
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[00116] (ds-5) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00117] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 9, 14,
and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

[00118] (ds-6) from 5'-end to 3-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00119] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 10,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected

from a 2'-O-methyl-modified nucleotide;

[00120] (ds-7) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00121] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 11,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected

from a 2'-O-methyl-modified nucleotide; and

[00122] (ds-8) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00123] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 12,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected

from a 2'-O-methyl-modified nucleotide;
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[00124] (ds-9) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 5 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00125] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 9, 14,
and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a
2'-O-methyl-modified nucleotide;

[00126] (ds-10) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 5 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining
nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00127] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 10,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a
2'-O-methyl-modified nucleotide;

[00128] (ds-11) from 5-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 5 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00129] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 11,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a
2'-O-methyl-modified nucleotide;

[00130] (ds-12) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 5 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining
nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00131] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 9, 14,
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and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a
2'-O-methyl-modified nucleotide;

[00132] (ds-13) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 5 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00133] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 10,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected

from a 2'-O-methyl-modified nucleotide;

[00134] (ds-14) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 5 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00135] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 11,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected

from a 2'-O-methyl-modified nucleotide;

[00136] (ds-15) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 12 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00137] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 9, 14,
and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

[00138] (ds-16) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the

nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
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position 12 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00139] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 10,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a
2'-O-methyl-modified nucleotide;

[00140] (ds-17) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 12 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining
nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00141] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 11,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a
2'-O-methyl-modified nucleotide;

[00142] (ds-18) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 12 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00143] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 9, 14,
and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a
2'-O-methyl-modified nucleotide;

[00144] (ds-19) from 5'-end to 3-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 12 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00145] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 10,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is

selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected
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from a 2'-O-methyl-modified nucleotide;

[00146] (ds-20) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 12 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00147] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 11,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected

from a 2'-O-methyl-modified nucleotide;

[00148] (ds-21) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 13 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00149] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 9, 14,
and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

[00150] (ds-22) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 13 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00151] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 10,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

[00152] (ds-23) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 13 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and
- 20 -



10

15

20

25

[00153] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 11,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

[00154] (ds-24) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 13 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00155] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 9, 14,
and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a
2'-O-methyl-modified nucleotide;

[00156] (ds-25) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 13 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00157] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 10,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected

from a 2'-O-methyl-modified nucleotide;

[00158] (ds-26) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 13 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00159] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 11,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected
from a 2'-O-methyl-modified nucleotide;

[00160] (ds-27) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
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nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 18 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00161] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 9, 14,
and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

[00162] (ds-28) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 18 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00163] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 10,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

[00164] (ds-29) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 18 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00165] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 11,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

[00166] (ds-30) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 18 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00167] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 9, 14,

and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is selected
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from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

[00168] (ds-31) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 18 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00169] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 10,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected
from a 2'-O-methyl-modified nucleotide;

[00170] (ds-32) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at
position 18 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00171] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 11,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected

from a 2'-O-methyl-modified nucleotide.

[00172] In some specific embodiments of the present disclosure, from 5'-end to 3'-end, in the
nucleotide sequence of the sense strand, the nucleotides at positions 7 to 10 are selected from a 2'-
fluoro-modified nucleotide, and the remaining nucleotides are selected from a 2'-O-methyl-

modified nucleotide; and

[00173] in the nucleotide sequence of the antisense strand, at least 4 of the nucleotides at positions
2, 6, 14, and 16 are selected from a 2'-fluoro-modified nucleotide, any one of nucleotides at
positions 9 to 12 is selected from a 2'-fluoro-modified nucleotide, at least one nucleotide at
positions 8 and 15 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide.

[00174] In some specific embodiments of the present disclosure, from 5'-end to 3'-end, in the

nucleotide sequence of the sense strand, the nucleotides at positions 7 to 10 are selected from a 2'-
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fluoro-modified nucleotide, and the remaining nucleotides are selected from a 2'-O-methyl-

modified nucleotide; and

[00175] in the nucleotide sequence of the antisense strand, at least 4 of the nucleotides at positions
2, 6, 14, and 16 are selected from a 2'-fluoro-modified nucleotide, any one of nucleotides at
positions 9 to 12 is selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 or
15 is selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are

selected from a 2'-O-methyl-modified nucleotide.

[00176] Insome specific embodiments of the present disclosure, the sense strand and the antisense
strand of the double-stranded oligonucleotide have a modification pattern selected from (ds-1) to
(ds-8):

[00177] (ds-1) from 5-end to 3-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00178] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 9, 14,
and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

[00179] (ds-2) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00180] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 10,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

[00181] (ds-3) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00182] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 11,
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14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

[00183] (ds-4) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00184] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 12,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

[00185] (ds-5) from 5'-end to 3-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00186] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 9, 14,
and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

[00187] (ds-6) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00188] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 10,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected

from a 2'-O-methyl-modified nucleotide;

[00189] (ds-7) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00190] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 11,
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14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected
from a 2'-O-methyl-modified nucleotide; and

[00191] (ds-8) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining

nucleotides are selected from a 2'-O-methyl-modified nucleotide; and

[00192] in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 12,
14, and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected
from a 2'-O-methyl-modified nucleotide.

[00193] In some specific embodiments of the present disclosure, the sense strand and/or the

antisense strand independently comprise one or more internucleotide phosphorothioate linkages.

[00194] In some specific embodiments of the present disclosure, the sense strand comprises two
contiguous internucleotide phosphorothioate linkages at 5'-end.

[00195] In some specific embodiments of the present disclosure, the antisense strand comprises
two contiguous internucleotide phosphorothioate linkages at 5'-end, and two contiguous

internucleotide phosphorothioate linkages at 3'-end.

[00196] In some specific embodiments of the present disclosure, the sense strand comprises two
internucleotide phosphorothioate linkages at 5'-end, and the antisense strand comprises two
internucleotide phosphorothioate linkages at 5-end and two internucleotide phosphorothioate
linkages at 3'-end.

[00197] In some optional embodiments of the present disclosure, the sense strand or the antisense

strand comprises a 3'-overhang having at least 1 nucleotide.

[00198] In some optional embodiments of the present disclosure, the antisense strand comprises

a 3'-overhang having at least 1 nucleotide.

[00199] In some optional embodiments of the present disclosure, the antisense strand comprises
a 3'-overhang having 2 nucleotides.

[00200] In some specific embodiments of the present disclosure, each nucleotide of the double-
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stranded oligonucleotide is independently selected from a modified nucleotide;

[00201] wherein the sense strand is selected from any one of the sequences as set forth in SEQ ID

NOs: 887 to 907; and/or the antisense strand is selected from any one of the sequences as set forth
in SEQ ID NOs: 908 to 943; wherein

[00202] the sense strand, from 5'-end to 3'-end,

[00203]

m;

[00204]

muUm;

[00205]

muUm;
[00206]
mum:;
[00207]
e)um;
[00208]
m;
[00209]
muUm;
[00210]
mum:;
[00211]

mum;

[00212]
e)um;

[00213]

m,

SEQ ID NO: 887: CmsGmsAMAMGMCmUTCFAfUFGmAMAMUMAmMUMAmMUmMU

SEQ

SEQ

SEQ

SEQ

SEQ

SEQ

SEQ

SEQ

SEQ

SEQ

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

888:

889:

890:

891:

892:

893:

894:

895:

896:

897:

CmsGmsAMAmMG(moe)CmUFfCFAfUFGmAMAMUMAMUMAmMU

CmsGMsAMAMGMCMUFCFATUfGmA(moe) AmUmAmMUmMAmU

CmsGMSAMAMGMCMUTCFAfUFGmMAmMA(moe)UmAMUmMAmU

CmsGmsAMAMGMCMUFCTAfUfFGmMAMAMUMAMUMAmMT(mo

CmsAmMsGMAMGMAMATFAfUTUFCmUmMAMCmUmMAmMCmAmMU

CmsAmMsGmAmMG(moe) AmAFfAfUTUFCmUMAMCmMUmMAmMCmMA

CmsAMsGMAMGMAMAFAfUTUFCmT(moe)AmCmUmMAmMCmMA

CmsAMSGMAMGMAmMAFAfUfUfCmUmMA(moe)CmUmAmMCmA

CmsAMsGMAMGMAMAFAfUfUFCmUMAMCmMmUmMAmMCmA(mo

GmsAmMsGmMAMAMUMUTGFCIfUfUMCmAmMUMAMCmMAmMAmMA
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[00214] SEQ ID NO: 898:

mAm;

[00215] SEQ ID NO: 899:

mAm;

[00216] SEQ ID NO: 900:

mAm;

[00217] SEQ ID NO: 901:
e)Am;

[00218] SEQ ID NO: 902:
m;

[00219] SEQ ID NO: 903:

mum;

[00220] SEQ ID NO: 904

muUm;

[00221] SEQ ID NO: 905:

mUm,;
[00222] SEQ ID NO: 906:
e)Um; and

[00223] SEQ ID NO: 907:

m; and

GmsAmsGmMAmMA(moe)UmUFGFCIUfUMCmAMUMAMCmMAmMA

GmsAmMsGMAMAMUMUTGICfUfUMC(moe) AmMUmAmMCmAmMA

GmsAmMsGMAMAMUMUTGICfUfUMCmA(moe)UmAMCmAmMA

GmsAmMsGMAMAMUMUTGFCfUfUMCmAmMUmMAMCmAmMA(mMo

CmsAmsAmCmUmCmATfCfCTUfGmUmAmMAmMUmMAmMAmMAmMU

CmsAmsAmMCmT(moe)CmAfCFCfUfGmUmAMAmMUMAmMAmMA

CmsAmsAMCmUMCMAFCFCTUfGmT(moe) AmAmMUMAmMAmMA

CmsAmMsAMCmMUMCmMATCICIfUFGmUmMA(moe) AmUmAmMAmMA

CmsAmsAMCmMUmMCmATCICfUFGMUmMAmMAmMUmMAMAmMA(mo

AmsAmsAmMUmUmMCmUFAfCFUFAMCmAMUmMCmUmAmMUmMA

[00224] the antisense strand, from 5'-end to 3'-end,

[00225] SEQ ID NO: 908:

mGmsUmsAm;

[00226] SEQ ID NO: 909:

mGmsUmsAm;

[00227] SEQ ID NO: 910:

mGmsUmsAm:;

AmsAfsUmAMUMATUMUMCFAMUMGMAMGTC(moe)UfUmC

AmsAfsUmAMUmMAfUMUmMCmMATfUMGMAmMGTC(moe)UfUmC

AmsAfsUmAMUmMAfUmMUmMCmAmMUfGMAmMGTC(moe)UfUmC
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[00228] SEQ ID

GmsUmsAm:;

[00229] SEQ ID

mGmsUmsAm:;

[00230] SEQ ID

mGmsUmsAm;

[00231] SEQ ID

mGmsUmsAm:;

[00232] SEQ ID

mGmsUmsAm;

[00233] SEQ ID

CmsCmsUm:;

[00234] SEQ ID

CmsCmsUm;

[00235] SEQ ID
CmsCmsUm;

[00236] SEQ ID

mCmsCmsUm:;

[00237] SEQ ID

mGmsAmsuUm;

[00238] SEQ ID

mGmsAmsuUm:;

[00239] SEQ ID

mGmsAmsuUm;

[00240] SEQ ID

mGmsAmsuUm;

[00241] SEQ ID

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

911:

912:

913:

914:

915:

916:

917:

918:

919:

920:

921:

922:

923:

924:

AmsAfsUmMAMUMAFUMT(moe)CmAFUMGMAMGTCmUfUmCm

AmsUfsGmMUMAMGIUMAMGFAMAMUmMUmMUTC(moe)UfCmuU

AmsUfsGMUMAMGIUMAMGmMAfAMUmMUmMUTC(moe)UfCmuU

AmsUfsGMUMAMGIUMAMGmMAmMAfUMUmMUC(moe)UfCmuU

AmsUfsGMUmMAMGTUmMA(moe)GmAfAMUMUmMUfCmUfCmU

UmsUfsUmGmUmMAFfUMGMAFAMGMCmMAMATT (moe)UfCmUm

UmsUfsUmGmUmMAFfUMGMAMAFGMCmMAMATT (moe)UfCmUm

UmsUfsUmGmUmMAFfUMGMAMAMGICmAmMATT (moe)UfCmUm

UmsUfsUmGmUmMATfUmMG(moe) AmMAfGMCmAmMATfUMUfCmU

AmsUfsUmUmAmMUfUMAMCFAMGMGmUMGTA(moe)GfUmuU

AmsUfsUmUmAmMUfUMAMCmMAFGMGmUmMGTA(moe)GfUmuU

AmsUfsUmUmAmMUfUMAMCmMAMGIGmUmMGFA(moe)GfUmU

AmsUfsUmUmAmMUTUmMA(moe)CmAfGMGmUmMGFAMGIfUmU

AmsAfsUmMAMUMAfUMT(moe)CmAMUfGMAMGICmUfUmCm
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GmsUmsAm;

[00242] SEQ ID

mGmsUmsAm:;

[00243] SEQ ID

mGmsAmsuUm;

[00244] SEQ ID

mGmsUmsAm;

[00245] SEQ ID

msCmsUm:;

[00246] SEQ ID

mUmsCmsuUm:;

[00247] SEQ ID

mUmsCmsuUm:;

[00248] SEQ ID

sUmsAm;

[00249] SEQ ID

sUmsAm;

[00250] SEQ ID

mGmsUmsAm:;

[00251] SEQ ID

msAmsuUm:;

[00252] SEQ ID

msAmsuUm;

[00253] SEQ ID

mGmsAmsuUm;

[00254] SEQ ID

sUmsAm;

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

925:

926:

927:

928:

929:

930:

931:

932:

933:

934:

935:

936:

937:

AmsUfsGmUmMAMGTUmMA(moe)GmAmAfUMUmMUfCmUfCmU

AmsUfsUmUmAmMUTUmMA(moe)CmAMGIGmUmMGFAMGIfUmU

AmsUfsGMUmMAMGIUMAMGmMAMAmMUTUMUC(moe)UfCmuU

UmsAfsUmAMGMAfUMGMUMAMGMUTAMGFAMAfUmUmU

UmsAfsUmMAMGmMATfUMGMUFAMGmMUMAMGTA(moe)AfUmU

UmsAfsUmAMGMATfUMGmMUMAMGmMUFAMGTA(moe)AfUmU

AmsAfsUmAMUMAfUMUmMCFAMUMGMAMGICmUfUmCmGm

AmsAfsUmAMUmMAfUMUmMCmAMUMGFAMGIFCmUfUmCmGm

AmsAfsUmAMUmMAfUMUmMCmAmMUmMGFAMGTC(moe)UfUmC

AmsUfsUmUmAMUfUMAMCFAMGMGMUMGTAMGIfUMUMG

AmsUfsUmUmAMUfUMAMCMAMGMGIUMGFAMGIfUMUMG

AmsUfsUmUmAmMUfUMAMCmMAMGmMGIUMGTA(moe)GfUmU

AmsUfsGmMUmMAMGIUMAMGFAMAMUmMUmMUfCmUfCmUmGm
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[00255] SEQ ID NO: 938: AmsUfsGmUmAMGFUMAMGMAmMAmMUfUMUfCmUfCmUmGm
sUmsAm;

[00256] SEQ ID NO: 939: UmsAfsUmAMGmMAfUMGMUfAMGmMUMAMGFAMAfUmUmMU

msCmsUm:;

[00257] SEQ ID NO: 940: UmsUfsUmGmUmMATfUMGMAFfAMGMCmAmMAfUmMUfCmUmCm

sCmsUm:;

[00258] SEQ ID NO: 941: UmsUfsUmGmUmMAfUMGmMAmMAMGMCIAMAfUMUfCmUmMCm
sCmsUm;

[00259] SEQ ID NO: 942: UmsUfsUmGmUMAfUMGMAFAMGmMCmAmMATfU(moe)UfCmuU
mCmsCmsUm; and

[00260] SEQ ID NO: 943: UmsUfsUmGmUmMAfUMGMAmMAmMGmMCfAmAfU(moe)UfCmuU
mCmsCmsum.

[00261] Wherein, C represents cytidine-3'-monophosphate, G represents guanosine-3'-
monophosphate, U represents uridine-3-monophosphate, A represents adenosine-3'-
monophosphate, and T represents thymidine-3'-monophosphate; m indicates that a nucleotide
immediately to the left of the letter m is a 2'-O-methyl-modified nucleotide; f indicates that a
nucleotide immediately to the left of the letter f is a 2'-fluoro-modified nucleotide; (moe) indicates
that a nucleotide immediately to the left of the combined identifier (moe) is a 2'-O-methoxyethyl-
modified nucleotide; and s indicates that two adjacent nucleotides are linked by a phosphorothioate
diester bond.

0]
[00262] Wherein, the structural formula of U is MJM , and the structural
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formula of T(moe) is

u.

T
o

0]

/

o)

I
o=||D—OH

1

X

PN

0
N
H
o

NH

0]

@)

| . Herein, T(moe) is considered as a modification of

[00263] It is particularly noted that: in the context of the present disclosure, since sequences in

which all nucleotides are modified cannot be properly validated and thus a sequence list cannot be

generated, all sequences involving modifications in the present disclosure cannot be presented by

a sequence list, and for all such sequences, the descriptions in the specification shall prevail.

[00264] In some specific embodiments of the present disclosure, the double-stranded

oligonucleotide comprises one or more pairs of:

Pair Sense strand (5'-3") Antisense strand (5'-3")
RX002 | CmsGmsAMAMGMCmUfCfAfUfGmMA SEQ ID AmsAfsUmAMUMAfUMUmMCFAMUMGm SEQ ID
245 mAMUmMAmMUmMAmMUmMUm NO: 887 AMGFC(moe)UfUmCmGmsUmsAm NO: 908
RX002 | CmsGmsAMAMGMCmUfCfAfUfGmMA SEQ ID AmsAfsUmAMUMAfUMUmMCmATfUMGm SEQ ID
246 mAMUmAMUmAmMUmUm NO: 887 AmMGFC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAMAMGMCmUfCFAfUfGmMA SEQ ID AmsAfsUmAMUMAfUMUmMCmAmUTGm SEQ ID
247 mAMUmMAmMUmMAmMUmUm NO: 887 AMGFC(moe)UfUmCmGmsUmsAm NO: 910
RX002 | CmsGmsAmMAmMG(moe)CmUTCFAFUTG SEQ ID AmsAfsUmMAMUMAfUmMUmMCmAfUmMGm SEQID
248 mAMAMUmMAMUmMAmMUmUm NO: 888 AmMGFC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAMAMGMCmMUTCTATUfGmMA( SEQ ID AmsAfsUmAMUMAfUMUmMCmATfUMGm SEQ ID
249 moe)AmUmAmMUmMAmMUmMUm NO: 889 AMGFC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAMAMGMCmUfCFAfUTGmMA SEQ ID AmsAfsUmAMUmMAfUMUmMCmATfUMGm SEQ ID
250 mA(moe)UmAmUmAmUmMUm NO: 890 AmGfC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAMAMGMCmUfCfAfUfGmMA SEQ ID AmsAfsUmAMUMAfUMUmMCmATfUMGm SEQ ID
251 mAMUMAMUMAmMT(moe)Um NO: 891 AmMGFC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAmMAmMG(moe)CmUTCFAfUTG SEQ ID AmsAfsUmAMUMAFUMT(moe)CmAfUm SEQ ID
252 mAMAMUmMAMUmAmMUmUm NO: 888 GmAMGFCmUfUmCmGmsUmsAm NO: 911
RX002 | CmsGmsAMAMGMCmMUTCFAfUFGmMA( SEQ ID AmsAfsUmMAMUMAFUMT(moe)CmAfUm SEQID
253 moe)AmUmAmMUmAmMUmMUm NO: 889 GmMAMGFCmMUfUmCmGmsUmsAm NO: 911
RX002 | CmsGmsAMAMGMCmUFCFAfUfGmMA SEQ ID AmsAfsUmMAMUMAFUMT(moe)CmAfUm SEQID
254 mA(moe)UmAmMUmMAmMUmMUm NO: 890 GmAMGFCmUfUmCmGmsUmsAm NO: 911
RX002 | CmsGmSAMAMGMCmUFCTAfUfGmMA SEQ ID AmsAfsUmMAMUMATUMT(moe)CmAfUm SEQID
255 mAMUmMAMUmMAmMT(moe)Um NO: 891 GmAMGFCmUfUmCmGmsUmsAm NO: 911
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGMUMAMGFUMAMGFAMAmMUmM SEQ ID
256 mAMCmUmMAMCmAmMUm NO: 892 UmUfC(moe)UfCmUmGmsUmsAm NO: 912
RX002 | CmsAmsGmAmMGmMAmMAFAfUfUfCmU SEQ ID AmsUfsGmMUmMAMGFUMAMGmMAfAmMUm SEQ ID
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257 mAMCmUmMAmMCmAmMUm NO: 892 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmMUmMAMGIUMAMGmMAmMAfUmM SEQ ID
258 mAMCmUmMAmMCmAmMUm NO: 892 UmUfC(moe)UfCmUmGmsUmsAm NO: 914
RX002 | CmsAmsGmAmMG(moe)AmAFAfUfUFC SEQ ID AmsUfsGmMUmMAMGFUMAMGmMAFfAMUm SEQID
259 mUmAMCmUmAmMCmAmMUm NO: 893 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmMsGmMAMGmMAMAFAfUfUfCmT( SEQ ID AmsUfsGmUmMAMGFUMAMGmMAfAmMUm SEQ ID
260 moe)AmCmUmAmMCmAmMUm NO: 894 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmUmMAMGfUMAmMGmAfAmMUm SEQ ID
261 mA(moe)CmUmAmMCmAmMUm NO: 895 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmUmMAMGfUMAMGmAfAmMUm SEQ ID
262 mAMCmMUmMAmMCmA(moe)Um NO: 896 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmsGmAmMG(moe)AmAFAFUfUfC SEQ ID AmsUfsGmUmAMGTUmA(moe)GmAFAmM SEQID
263 mUmAMCmUmAmMCmAmMUm NO: 893 UmUmUfCmUfCmUmGmsUmsAm NO: 915
RX002 | CmsAmMsGmMAMGmMAMAFAfUfUfCmT( SEQ ID AmsUfsGmUmAMGTUmA(moe)GmAFAmM SEQID
264 moe)AmCmUmAmMCmAmMUm NO: 894 UmUmUfCmUfCmUmGmsUmsAm NO: 915
RX002 | CmsAmsGmAMGmMAmAFAfUfUfCmU SEQ ID AmsUfsGmUmAMGTUmA(moe)GmAFAmM SEQ ID
265 mA(moe)CmUmAmMCmAmMUm NO: 895 UmUmUfCmUfCmUmGmsUmsAm NO: 915
RX002 | CmsAmsGmAMGmMAmAFAfUfUfCmU SEQ ID AmsUfsGmUmAMGTUmA(moe)GmAFAmM SEQID
266 mAMCmMUmMAmMCmA(moe)Um NO: 896 UmUmUfCmUfCmUmGmsUmsAm NO: 915
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAFAMGmMCm SEQ ID
267 mAMUmMAMCmAmMAmMAmM NO: 897 AMAFT(moe)UfCmUmCmsCmsUm NO: 916
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMATGmMCm SEQ ID
268 mAMUmMAMCmAmMAmMAmM NO: 897 AMAFT(moe)UfFCmUmCmsCmsUm NO: 917
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAmMGTCm SEQ ID
269 mAMUMAMCmAmMAmMAmM NO: 897 AmASFT(moe)UFCmUmCmsCmsUm NO: 918
RX002 | GmsAmsGmAmA(moe)UmUFGFCfUfU SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAfGmMCm SEQID
270 mCmAMUMAmMCmAmMAmMAmM NO: 898 AMAFT(moe)UfFCmUmCmsCmsUm NO: 917
RX002 | GmsSAMSGMAMAmMUmMUTGFCfUfUmC( SEQ ID UmsUfsUmGmUmMAfUMGmMAmMATGmMCm SEQ ID
271 moe)AmMUmAmMCmAmMAmMAmM NO: 899 AmASFT(moe)UFCmUmCmsCmsUm NO: 917
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMATGmMCm SEQ ID
272 mA(moe)UmAMCmAmMAMAmM NO: 900 AMAFT(moe)UfFCmUmCmsCmsUm NO: 917
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMATGmMCm SEQ ID
273 mAMUMAMCmAmMA(moe)Am NO: 901 AMAFT(moe)UfCmUmCmsCmsUm NO: 917
RX002 | GmsAmsGmAmA(moe)UmUFGFCTUfU SEQ ID UmsUfsUmGmUmMAfUmMG(moe)AmAfGm SEQ ID
274 mCmAMUmMAMCmMAMAmMAmM NO: 898 CmAmMAfUMUfCMmUmCmsCmsUm NO: 919
RX002 | GmsAMSGMAMAmMUmMUTGFCfUfUmC( SEQ ID UmsUfsUmGmUmMAfUMG(moe)AmAfGm SEQID
275 moe)AmMUmAmMCmAmMAmMAmM NO: 899 CmAMAfUMUfCmUmCmsCmsUm NO: 919
RX002 | GmsAmsGMAmMAMUmMUFGFCTUfUMC SEQ ID UmsUfsUmGmUmMAfUMG(moe)AmAfGm SEQID
276 mA(moe)UmAmCmAMAMAmM NO: 900 CmAmMAfUmMUfCmUmCmsCmsUm NO: 919
RX002 | GmsAmsGMAmMAMUmMUFGFCTUfUmC SEQ ID UmsUfsUmGmUmMAfUMG(moe)AmAfGm SEQ ID
277 mAMUMAmMCmMAmMA(moe)Am NO: 901 CmAmMAfUmMUfCmUmCmsCmsUm NO: 919
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAmMCTAMGmMGm SEQ ID
278 mAMAMUmMAmMAMAmMUmM NO: 902 UmGfA(moe)GFUmUmGmsAmsUm NO: 920
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmMATfGmMmGm SEQ ID
279 mAMAMUmMAmMAmMAmMUmM NO: 902 UmGfA(moe)GFUmUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmAmMGTGm SEQ ID
280 mAMAMUmMAMAMAmMUmM NO: 902 UmGfA(moe)GfUmUmGmsAmsUm NO: 922
RX002 | CmsAmSAmMCmT(moe)CmAFfCfCfUTG SEQ ID AmsUfsUmUmAmMUfUmMAmMCmAfGmGm SEQID
281 mUmAmMAmMUmAmMAMAmUm NO: 903 UmGfA(moe)GFUMUmGmsAmsUm NO: 921
RX002 | CmsAmsAMCmMmUmMCmAFCICTUfGMT( SEQ ID AmsUfsUmUmAmMUfUMAMCmMATfGmMmGm SEQ ID
282 moe)AmAmMUmAmMAmMAmMUm NO: 904 UmGfA(moe)GFUmUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmMATfGmMmGm SEQ ID
283 mA(moe)AmUmAMAmMAmMUmM NO: 905 UmGfA(moe)GFUmUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmMATfGmMmGm SEQ ID
284 mAMAMUMAMAMA(moe)Um NO: 906 UmGfA(moe)GfUmUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmT(moe)CmAFfCfCfUfG SEQ ID AmsUfsUmUmAmMUfUmMA(moe)CmAfGm SEQID
285 mUmAmMAmMUmAmMAMAmUm NO: 903 GmUmMGFAMGTUmUmGmsAmsUm NO: 923
RX002 | CmsAmsAmMCmUmMCmAFCfCTUfGmMT( SEQ ID AmsUfsUmUmAmMUfUmMA(moe)CmAfGm SEQ ID
286 moe)AmAMUmMAmMAmMAmMUm NO: 904 GmUMGFAMGFUmUmMGmMsAmsUm NO: 923
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RX002 | CmsAmsAmCmUmCmAFCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUmMA(moe)CmAfGm SEQID
287 mA(moe)AmUmAMAmMAmMUmM NO: 905 GmUMGFAMGFUmUmMGmMsAmsUm NO: 923
RX002 | CmsAmsAmCmUmCmAFCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUmMA(moe)CmAfGm SEQID
288 mAMAMUmMAmMAmMA(moe)Um NO: 906 GmUMGFAMGFUmUmMGmMsAmsUm NO: 923
RX002 | CmsGmsAmMAmMG(moe)CmUTCfAfUTG SEQ ID AmsAfsUmAMUMAfUmUmCmAmMUfGm SEQ ID
289 mAMAMUmAMUmMAmMUmUm NO: 888 AmMGFC(moe)UfUmCmGmsUmsAm NO: 910
RX002 | CmsGmsAMAMGMCmUfCFAfUTGmMA SEQ ID AmsAfsUmAMUmMAfUMUmMCmAmUGm SEQ ID
290 mA(moe)UmAmMUmMAmMmUmMUm NO: 890 AmMGFC(moe)UfUmCmGmsUmsAm NO: 910
RX002 | CmsGmsAMAMGMCmUFCFAfUfGmA SEQ ID AmsAfsUmMAMUMAFUMT (moe)CmAmUf SEQID
291 mA(moe)UmAmMUmMAmMUmUm NO: 890 GmAMGFCmUfUmCmGmsUmsAm NO: 924
RX002 | CmsGmsAMAMGMCmUFCFAfUfGmA SEQ ID AmsAfsUmMAMUMAFUMT (moe)CmAmUf SEQID
292 mAMUmMAMUmMAmMT(moe)Um NO: 891 GmAMGFCmUfUmCmGmsUmsAm NO: 924
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmUmMAMGfUMAMGmMAmMAfUmM SEQ ID
293 mA(moe)CmUmAmMCmAmMUm NO: 895 UmUfC(moe)UfCmUmGmsUmsAm NO: 914
RX002 | CmsAmsGmAMGmMAmAFAfUfUfCmU SEQ ID AmsUfsGmUmMAmMGFUmMA(moe)GmAmAfF SEQID
294 mAMCmMUmMAmMCmA(moe)Um NO: 896 UmUmUfCmUfCmUmGmsUmsAm NO: 925
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmAmMGTGm SEQ ID
295 mA(moe)AmUmAMAmMAmMUmM NO: 905 UmGfA(moe)GFUmUmGmsAmsUm NO: 922
RX002 | CmsAmsAmCmUmCmAFCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUmMA(moe)CmAmGf SEQID
296 mAMAMUmMAmMAmMA(moe)Um NO: 906 GmUmMGFAMGTUmUmGmsAmsUm NO: 926
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmUmAmMGfUMAMGmAmMAmUf SEQ ID
297 mAMCmUmMAmMCmAmMUm NO: 892 UmUfC(moe)UfCmUmGmsUmsAm NO: 927
RX002 | AmsAmsAmUmUmCmUfAFCfUFAMC SEQ ID UmsAfsUmAMGmMAfUMGmUmMAmMGmUf SEQ ID
298 mAmMUmCmUmAmMUmMAm NO: 907 AmGFAmMAfUmMUmMUmsCmsUm NO: 928
RX002 | AmsAmsAmUmUmCmUfAFCfUfAMC SEQ ID UmsAfsUmAMGmMAfUMGmMUFfAMGmUm SEQ ID
299 mAmMUmCmUmAmMUmMAm NO: 907 AMGFA(moe)AfUmUmUmsCmsUm NO: 929
RX002 | AmsAmsAmUmUmCmUfAfCfUfAMC SEQ ID UmsAfsUmAMGmMAfUMGmUmMAmMGmUf SEQ ID
300 mAmMUmCmUmAmMUmMAm NO: 907 AMGFA(moe)AfUmUmUmsCmsUm NO: 930
RX002 | CmsGmsAMAMGMCmUfCfAfUfGmMA SEQ ID AmsAfsUmAMUMAfUMUmMCFAMUMGm SEQ ID
301 mAMUmMAmMUmMAmMUmUm NO: 887 AmGfCmUfUmCmGmsUmsAm NO: 931
RX002 | CmsGmsAMAMGMCmUfCFAfUfGmMA SEQ ID AmsAfsUmAMUMAfUMUmMCmAmMUmMGTF SEQ ID
302 mAMUmMAmMUmMAmMUmMUm NO: 887 AmGICmUfUmCmGmsUmsAm NO: 932
RX002 | CmsGmsAMAMGMCmUfCFAfUTGmMA SEQ ID AmsAfsUmAMUMAfUMUmMCmAmMUmMGTF SEQ ID
303 mAmMUmAmMUmAmMUmMUm NO: 887 AmGfC(moe)UfUmCmGmsUmsAm NO: 933
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCTAMGmMGm SEQ ID
304 mAMAMUmAMAMAmMUM NO: 902 UmGFAMGFUmUmGmsAmsUm NO: 934
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAMUfUMAMCmAmMGmGTF SEQ ID
305 mAMAMUmAMAMAmMUm NO: 902 UmGFAMGFUmUmGmsAmsUm NO: 935
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAMUfUMAMCmAmMGmGTF SEQ ID
306 mAMAMUmMAmMAMAmMUmM NO: 902 UmGfA(moe)GFUmUmGmsAmsUm NO: 936
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmMUMAMGFUMAMGFAMAmMUmM SEQ ID
307 mAMCmUmMAMCmAmMUm NO: 892 UmUfCmUfCmUmGmsUmsAm NO: 937
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmUmAmMGfUMAMGmMAmMAmUf SEQ ID
308 mAMCmMUmMAMCmAmMUm NO: 892 UmUfCmUfCmUmGmsUmsAm NO: 938
RX002 | AmsAmsAmUmUmCmUfAFCfUFAMC SEQ ID UmsAfsUmAMGmMAfUMGmMUFfAMGmUm SEQ ID
309 mAmMUmCmUmAmMUmMAm NO: 907 AmGFAMAfUMUmUmsCmsUm NO: 939
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAFAMGmMCm SEQ ID
310 mAMUmMAMCmAmMAmMAmM NO: 897 AmAfUMUfCmUmCmsCmsUm NO: 940
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAmMGmCf SEQ ID
311 mAMUMAMCmAmMAmMAmM NO: 897 AmAfUmMUfCmUmCmsCmsUm NO: 941
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAFAMGmMCm SEQ ID
312 mAMUmAMCmAmMAmMAmM NO: 897 AmAfU(moe)UfCmUmCmsCmsUm NO: 942
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAmMGmCf SEQ ID
313 mAMUmMAMCmAmMAmMAmM NO: 897 AmAFU(moe)UfCmUmCmsCmsUm NO: 943

[00265] In some specific embodiments of the present disclosure, the sense strand is selected from

any one of the sequences as set forth in SEQ ID NO: 887, 892, 897, 902, and 907; and/or
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[00266] the antisense strand is selected from any one of the sequences as set forth in SEQ ID NO:
908, 912, 914, 920, and 927 to 943.

[00267] In some specific embodiments of the present disclosure, the double-stranded

oligonucleotide comprises one or more pairs of:

Pair Sense strand (5'-3") Antisense strand (5'-3")
RX002 | CmsGmsAMAMGmMCmUTfCFAfUG SEQ ID NO: AmsAfsUmMAMUMAfUMUmMCFAMUMG SEQ ID
245 mAMAMUmMAMUmMAmUmUm 887 mMAMGfC(moe)UfUmCmGmsUmsAm NO: 908
RX002 | CmsAmsGmAMGmMAMAFAFUTUfC SEQ ID NO: AmsUfsGmUMAMGfUmMAmMGFAmMAmMU SEQ ID
256 mUmAMCmUmAmMCmAmMUm 892 mUmUfC(moe)UfCmUmGmsUmsAm NO: 912
RX002 | CmsAmsGmAMGmMAmMAFAFUTfUfC SEQ ID NO: AmsUfsGmMUMAMGfUmAmMGmMAmMAfU SEQ ID
258 mUmAMCmUmAmMCmAmMUm 892 mUmUfC(moe)UfCmUmGmsUmsAm NO: 914
RX002 | CmsAmsAMCmUmMCmATCFCfUfGm | SEQ ID NO: AmsUfsUmUmAMUfUMAMCFAMGmMG SEQ ID
278 UmAmAMUmMAmMAmMAmMUm 902 mUmGfA(moe)GfFUmUmGmsAmsUm NO: 920
RX002 | CmsAmsGmAMGmMAmMAFAFUTUfC SEQ ID NO: | AmsUfsGmUmAmMGfUmAMGmMAmMAmMU SEQ ID
297 mUmAMCmUmAmMCmAmMUm 892 fUmUfC(moe)UfCmUmGmsUmsAm NO: 927
RX002 | AmsAmsAmUmUmCmUfAFCFUTA SEQ ID NO: | UmsAfsUmAMGmMAfUMGmUMAmMGmMU SEQ ID
298 mCmMAMUMCmUmAmMUMAmM 907 FAMGFAMAfUmMUmMUmsCmsUm NO: 928
RX002 | AmsAmsAmUmUmCmUfAFCFUTA SEQ ID NO: UmsAfsUmAMGmMAfUMGmUfAMGmU SEQ ID
299 mCmAMUmMCmUmAmMUmMAm 907 MAMGFA(moe)AfUmUmUmsCmsUm NO: 929
RX002 | AmsAmsAmUmUmCmUfAFCFUTA SEQ ID NO: | UmsAfsUmAMGmMAfUMGmUMAmMGmMU SEQ ID
300 mCmAMUmMmCmUmAmMUmMAm 907 fAMGfA(moe) AfUmUmUmsCmsUm NO: 930
RX002 | CmsGmsAmMAmMGmMCmUTfCFATUG SEQ ID NO: AmsAfsUmMAMUMAfUMUmMCFAMUMG SEQ ID
301 mAMAMUMAMUMAmMUMUmM 887 MAMGFCmUfUMCmGmsUmsAm NO: 931
RX002 | CmsGmsAMAMGmMCmUTCFATUG SEQ ID NO: | AmsAfsUmAmMUmMAfUmUmCmAmMUmMG SEQ ID
302 mAMAMUmMAMUmMAmUmUm 887 fAMGfCmUfUmCmGmsUmsAm NO: 932
RX002 | CmsGmsAMAMGmMCmUTCFAfUG SEQ ID NO: | AmsAfsUmAmMUmMAfUmUmCmAmMUMG SEQ ID
303 mAMAMUmMAMUmMAmUmUm 887 fAMGfC(moe)UfUmCmGmsUmsAm NO: 933
RX002 | CmsAmsAMCmMUmMCmATCFCfUfGm | SEQ ID NO: AmsUfsUmUmAMUfUMAmMCTAMGmMG SEQ ID
304 UmAMAmMUmAmMAmMAmUm 902 mUmMGFAMGFUmUmGmsAmsUm NO: 934
RX002 | CmsAmsAMCmUMCmATFCFCfUfGm | SEQ ID NO: | AmsUfsUmUmAmMUfUmAMCmAmMGmG SEQ ID
305 UmAMAMUmMAmMAmMAmUmM 902 fUMGFAMGIUmMUmMGmMsAmsUm NO: 935
RX002 | CmsAmsAMCmUMCmMATCFCfUfGm | SEQ ID NO: | AmsUfsUmUmAMUfUMAMCmAMGmMG SEQ ID
306 UmAmAMUmMAmMAmMAmMUm 902 fUmGFA(moe)GFUmMUmMGmMsAmsUm NO: 936
RX002 | CmsAmsGmAMGmMAMAFAFUTUfC SEQ ID NO: AmsUfsGmMUMAMGfUmAmMGFAmMAmMU SEQ ID
307 mUmMAMCmMUmMAmMCmAmMUm 892 mUmUfCmUfCmUmGmsUmsAm NO: 937
RX002 | CmsAmsGmAMGmMAmMAFAFUTUfC SEQ ID NO: | AmsUfsGmUmAmMGfUmAMGmMAmMAmMU SEQ ID
308 mUmMAMCmMUmMAMCmAmMUm 892 fUmUfCmUfCmUmGmsUmsAm NO: 938
RX002 | AmsAmsAmUmUmCmUfAFCIUTA SEQ ID NO: UmsAfsUmAMGmAfUMGmUfAMGmU SEQ ID
309 mMCmMAMUMCmUmAmMUmMAmM 907 MAMGFAMAfUmMUmUmsCmsUm NO: 939
RX002 | GmsAmsGmAmMAmUmMUfGCfUfU SEQ ID NO: UmsUfsUmGmUmMAfUMGmAFfAMGmC SEQ ID
310 mCmAMUmMAMCmAmMAmMAmM 897 mAMAfUMUfCmUmCmsCmsUm NO: 940
RX002 | GmsAmsGmAmMAmUmMUfGCfUfU SEQ ID NO: | UmsUfsUmGmUmMAfUMGmMAmMAmMGmC SEQ ID
311 MCMAMUMAMCmAMAMAmM 897 FAMAfUMUfCmUmCmsCmsUm NO: 941
RX002 | GmsAmsGmAmMAmUmMUfGfCfUfU SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAFAMGmC SEQ ID
312 mCmAMUmMAMCmAmMAmMAmM 897 MAMAfU(moe)UfCmUmCmsCmsUm NO: 942
RX002 | GmsAmsGmAmMAmMUmMUfGfCfUfU SEQ ID NO: | UmsUfsUmGmUmAfUMGmMAmMAmMGmC SEQ ID
313 mCmAMUMAMCmAmMAMAmM 897 fAMAfU(moe)UFCmUmCmsCmsUm NO: 943

[00268] In some specific embodiments of the present disclosure, the double-stranded

oligonucleotide comprises the pair of:
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Pair Sense strand (5'-3") Antisense strand (5'-3)

RX002 | CmsAmsGmAMGmMAMAFAfUTUfC SEQ ID NO: AmsUfsGMUMAMGIUMAmMGmMAmMAfU SEQ ID

258 mUmAMCmUmAmMCmAmMUm 892 mUmUfC(moe)UfCmUmGmsUmsAm NO: 914

[00269] In some specific embodiments of the present disclosure, the double-stranded

oligonucleotide is selected from siRNA.

[00270] In a second aspect, the present disclosure provides a double-stranded oligonucleotide for
inhibiting the expression of C3 gene, wherein the double-stranded oligonucleotide comprises a
sense strand and an antisense strand, and each nucleotide of the double-stranded nucleotide is

independently selected from a modified nucleotide;

[00271] wherein the nucleotide sequence from positions 2 to 19 of the antisense strand comprises
at least 17 contiguous nucleotides from any one of the nucleotide sequences as set forth in SEQ ID
NOs: 908 to 943 or a nucleotide sequence having 1, 2 or 3 nucleotide base differences from the

contiguous nucleotides; and

[00272] the sense strand comprises at least 17 nucleotides, and the sense strand and the antisense
strand are complementary or substantially complementary to form a duplex region, wherein being
substantial complementary means that the sense strand and the antisense strand have no more than

3 nucleotide mismatches in the duplex region.

[00273] In some optional embodiments of the present disclosure, the antisense strand comprises
a nucleotide sequence having 0, 1, 2 or 3 nucleotide base differences from any one of the sequences
as set forth in SEQ ID NOs: 908 to 943.

[00274] In some optional embodiments of the present disclosure, the antisense strand comprises
a nucleotide sequence having 0 or 1 nucleotide base difference from any one of the sequences as
set forth in SEQ ID NOs: 908 to 943.

[00275] In some optional embodiments of the present disclosure, the antisense strand comprises

any one of the nucleotide sequences as set forth in SEQ 1D NOs: 908 to 943.

[00276] In some optional embodiments of the present disclosure, the sense strand comprises at
least 17 contiguous nucleotides of any one of the nucleotide sequences as set forth in SEQ ID NOs:

887 to 907 or a nucleotide sequence having 1, 2 or 3 nucleotide base differences from the at least
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17 contiguous nucleotides.

[00277] In some optional embodiments of the present disclosure, the sense strand comprises a
nucleotide sequence having 0, 1, 2 or 3 nucleotide base differences from any one of the sequences
as set forth in SEQ ID NOs: 887 to 907.

[00278] In some optional embodiments of the present disclosure, the sense strand comprises a
nucleotide sequence having 0 or 1 nucleotide base difference from any one of the nucleotide
sequences as set forth in SEQ 1D NOs: 887 to 907.

[00279] In some optional embodiments of the present disclosure, the sense strand comprises any
one of the nucleotide sequences as set forth in SEQ ID NOs: 887 to 907.

[00280] In some optional embodiments of the present disclosure, the antisense strand comprises
any one of the nucleotide sequences as set forth in SEQ ID NOs: 908 to 943, and the sense strand

comprises any one of the nucleotide sequences as set forth in SEQ ID NOs: 887 to 907.

[00281] In some optional embodiments of the present disclosure, the double-stranded

oligonucleotide comprises one or more pairs of:

[00282] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 908, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887;

[00283] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 909, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887;

[00284] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 910, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887;

[00285] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 909, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 888;

[00286] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference

from the sequence as set forth in SEQ ID NO: 909, and a sense strand having a nucleotide sequence
- 37 -



10

15

20

25

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 889;

[00287] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 909, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 890;

[00288] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 909, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 891;

[00289] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 911, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 888;

[00290] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 911, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 889;

[00291] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 911, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 890;

[00292] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 911, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 891;

[00293] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 912, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 892;

[00294] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 913, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 892;

[00295] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 914, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 892;

- 38 -



10

15

20

25

[00296] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 913, and a sense strand having a nucleotide sequence
with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 893;

[00297] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 913, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 894;

[00298] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 913, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 895;

[00299] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 913, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 896;

[00300] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 915, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 893;

[00301] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 915, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 894;

[00302] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 915, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 895;

[00303] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 915, and a sense strand having a nucleotide sequence
with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 896;

[00304] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 916, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897;

[00305] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
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from the sequence as set forth in SEQ ID NO: 917, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897;

[00306] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 918, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897;

[00307] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 917, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 898;

[00308] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 917, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 899;

[00309] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 917, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 900;

[00310] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 917, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 901;

[00311] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 919, and a sense strand having a nucleotide sequence
with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 898;

[00312] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 919, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 899;

[00313] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 919, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 900;

[00314] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference

from the sequence as set forth in SEQ ID NO: 919, and a sense strand having a nucleotide sequence

- 40 -



10

15

20

25

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 901;

[00315] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 920, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 902;

[00316] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 921, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 902;

[00317] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 922, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 902;

[00318] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 921, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 903;

[00319] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 921, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 904;

[00320] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 921, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 905;

[00321] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 921, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 906;

[00322] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 923, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 903;

[00323] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 923, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 904;
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[00324] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 923, and a sense strand having a nucleotide sequence
with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 905;

[00325] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 923, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 906;

[00326] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 910, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 888;

[00327] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 910, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 890;

[00328] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 924, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 890;

[00329] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 924, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 891;

[00330] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 914, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 895;

[00331] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 925, and a sense strand having a nucleotide sequence
with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 896;

[00332] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 922, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 905;

[00333] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
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from the sequence as set forth in SEQ ID NO: 926, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 906;

[00334] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 927, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 892;

[00335] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 928, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 907;

[00336] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 929, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 907;

[00337] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 930, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 907;

[00338] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 931, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887;

[00339] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 932, and a sense strand having a nucleotide sequence
with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887;

[00340] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 933, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 887;

[00341] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 934, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 902;

[00342] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference

from the sequence as set forth in SEQ ID NO: 935, and a sense strand having a nucleotide sequence
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with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 902;

[00343] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 936, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 902;

[00344] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 937, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 892;

[00345] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 938, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 892;

[00346] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 939, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 907;

[00347] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 940, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 897;

[00348] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 941, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897;

[00349] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 942, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897; and

[00350] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 943, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897.

[00351] In some specific embodiments of the present disclosure, the double-stranded

oligonucleotide comprises one or more pairs of:

| Pair | Sense strand (5'-3') | Antisense strand (5'-3")
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RX002 | CmsGmsAMAMGMCmUfCFAfUTGmMA SEQ ID AmsAfsUmAMUmMAfUMUmMCFAMUMGm SEQ ID
245 mAMUmMAmMUmMAmMUmMUm NO: 887 AmMGFC(moe)UfUmCmGmsUmsAm NO: 908
RX002 | CmsGmsAMAMGMCmUfCFAfUTGmMA SEQ ID AmsAfsUmAMUmMAfUMUmMCmATfUMGm SEQ ID
246 mAMUmMAmMUmMAmMUmMUm NO: 887 AmMGFC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAMAMGMCmUfCfAfUfGmMA SEQ ID AmsAfsUmAMUMAfUMUmMCmAmUTGm SEQ ID
247 mAMUmMAmMUmMAmMUmUm NO: 887 AmMGFC(moe)UfUmCmGmsUmsAm NO: 910
RX002 | CmsGmsAmAmMG(moe)CmUfCFAFUTG SEQ ID AmsAfsUmAMUMAfUmMUmMCmAfUmGm SEQID
248 mAMAMUmAMUmMAmMUmMmUm NO: 888 AmMGFC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAMAMGMCmMUTCFAfUFGmMA( SEQ ID AmsAfsUmAMUmMAfUMUmMCmATfUMGm SEQ ID
249 moe)AmUmAmMUmMAmMUmMUm NO: 889 AmMGFC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAMAMGMCmUfCFAfUTGmMA SEQ ID AmsAfsUmAMUMAfUMUmMCmATfUMGm SEQ ID
250 mA(moe)UmAmMUmMAmMUmMUm NO: 890 AmMGFC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAMAMGMCmUfCFAfUTGmMA SEQ ID AmsAfsUmAMUmMAfUMUmMCmATfUMGm SEQ ID
251 mAMUmMAmMUmMAmMT(moe)Um NO: 891 AmMGFC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAmAmMG(moe)CmUfCFAFUTG SEQ ID AmsAfsUmMAMUMAFUMT(moe)CmAfUm SEQID
252 mAMAMUmAmMUmMAmMUmUm NO: 888 GmAMGFCmUfUmCmGmsUmsAm NO: 911
RX002 | CmsGmMsAMAMGMCmUCTAfUfGmMA( SEQ ID AmsAfsUmAMUMAFUMT(moe)CmAfUm SEQ ID
253 moe)AmUmAmMUmMAmMUmMUm NO: 889 GmAMGFCmUfUmCmGmsUmsAm NO: 911
RX002 | CmsGmsSAMAMGMCmUFCFAfUfGmA SEQ ID AmsAfsUmAMUMAFUMT(moe)CmAfUm SEQID
254 mA(moe)UmAmUmAmUmMUm NO: 890 GmMAMGFCmUfUmCmGmsUmsAm NO: 911
RX002 | CmsGmsAMAMGMCmUfCFAfUfGmA SEQ ID AmsAfsUmMAMUMAFUMT(moe)CmAfUm SEQID
255 mAMUmMAmMUMAmMT(moe)Um NO: 891 GmAMGFCmUfUmCmGmsUmsAm NO: 911
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGMUMAMGFUMAMGFAMAmMUmM SEQ ID
256 mAMCmUmMAmMCmAmMUm NO: 892 UmUfC(moe)UfCmUmGmsUmsAm NO: 912
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmMUmMAMGIUMAmMGmMAfAmMUm SEQ ID
257 mAMCmMUmMAmMCmAmMUm NO: 892 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmUmMAMGfUmMAMGmAmMAfUmM SEQ ID
258 mAMCmUmMAmMCmAmMUm NO: 892 UmUfC(moe)UfCmUmGmsUmsAm NO: 914
RX002 | CmsAmsGmAmMG(moe)AmAFAfUTUTC SEQ ID AmsUfsGmUmMAMGFUMAMGmAfAmUm SEQ ID
259 mUmAMCmUmAmMCmAmMUm NO: 893 UmUfC(moe)UfFCmUmGmsUmsAm NO: 913
RX002 | CmsAMSGMAMGMAMAFATUTUTCMT( SEQ ID AmsUfsGmMUmMAMGIUMAmMGmMAfAmMUmM SEQ ID
260 moe)AmCmUmAMCmAmMUm NO: 894 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmUmMAMGfUMAMGmAfAmMUm SEQ ID
261 mA(moe)CmUmAmMCmAmMUm NO: 895 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmMUmMAMGFUMAMGmMAfAmMUmM SEQ ID
262 mAMCmMUmAmMCmA(moe)Um NO: 896 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmsGmAmMG(moe)AmAFAfUTUTC SEQ ID AmsUfsGmUmMAMGFUmMA(moe)GmAfAm SEQ ID
263 mUmMAMCmUmAmMCmAmMUm NO: 893 UmUmUfCmUfCmUmGmsUmsAm NO: 915
RX002 | CmsAmsGmMAMGmMAmMAfAfUTUTCmT( SEQ ID AmsUfsGmUmMAmMGFUmMA(moe)GmAfAm SEQ ID
264 moe)AmCmUmAmMCmAmMUm NO: 894 UmUmUfCmUfCmUmGmsUmsAm NO: 915
RX002 | CmsAmsGmAmMGmMAmMAfAfUfUfCmU SEQ ID AmsUfsGmUmMAmMGFUmMA(moe)GmAfAm SEQ ID
265 mA(moe)CmUmAmMCmAmMUm NO: 895 UmUmUfCmUfCmUmGmsUmsAm NO: 915
RX002 | CmsAmsGmAMGmMAmMAFAfUfUfCmU SEQ ID AmsUfsGmUmMAMGTUmMA(moe)GmAFAm SEQ ID
266 mAMCmUmMAmMCmA(moe)Um NO: 896 UmUmUfCmUfCmUmGmsUmsAm NO: 915
RX002 | GmsAmMsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAFAMGmMCm SEQ ID
267 mAMUmMAMCmAmMAmMAmM NO: 897 AmASFT(moe)UFCmUmCmsCmsUm NO: 916
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMATGmMCm SEQ ID
268 mAMUmMAMCmAmMAmMAmM NO: 897 AMAFT(moe)UfFCmUmCmsCmsUm NO: 917
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAmMGTCm SEQ ID
269 mAMUmAMCmAmMAmMAmM NO: 897 AMAFT(moe)UFCmUmCmsCmsUm NO: 918
RX002 | GmsAmsGmAmA(moe)UmUFGFCTUfU SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAfGmCm SEQ ID
270 mCmAMUMAMCmAmMAmMAmM NO: 898 AMAFT(moe)UFCmUmCmsCmsUm NO: 917
RX002 | GmsAmsGmAmMAmUmUfGFCfUfUmC( SEQ ID UmsUfsUmGmUmMAfUMGmMAmMATGmMCm SEQ ID
271 moe)AmMUmAMCmMAMAmMAM NO: 899 AMAFT(moe)UfFCmUmCmsCmsUm NO: 917
RX002 | GmsAmMsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMATGmMCm SEQ ID
272 mA(moe)UmAMCmAmMAMAmM NO: 900 AMAFT(moe)UfFCmUmCmsCmsUm NO: 917
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMATGmMCm SEQ ID
273 mAMUMAMCmAmMA(moe)Am NO: 901 AMAFT(moe)UfFCmUmCmsCmsUm NO: 917
RX002 | GmsAmsGmAmA(moe)UmUFGFCfUfU SEQ ID UmsUfsUmGmUmMAfUMG(moe)AmAfGm SEQ ID
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274 mCmAMUMAmMCmAmMAMAmM NO: 898 CmAMAfUMUfCmUmCmsCmsUm NO: 919
RX002 | GmsAmsGmAmMAmUmUfGFCfUfUmC( SEQ ID UmsUfsUmGmUmMAfUmMG(moe)AmAfGm SEQ ID
275 moe)AmMUmAMCmMAmMAmMAmM NO: 899 CmAmMAfUMUfCmUmCmsCmsUm NO: 919
RX002 | GmsAmsGmMAmMAmMUmMUFGFCIUfUmC SEQ ID UmsUfsUmGmUmMAfUMG(moe)AmAfGm SEQID
276 mA(moe)UmAMCmAmMAMAmM NO: 900 CmAmMAfUMUfCmUmCmsCmsUm NO: 919
RX002 | GmsAmsGmMAmMAmMUmMUFGFCIUfUmC SEQ ID UmsUfsUmGmUmMAfUMG(moe)AmAfGm SEQID
277 mAMUMAMCmAmMA(moe)Am NO: 901 CmAmMAfUMUfCmUmCmsCmsUm NO: 919
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCFAMGmMGm SEQ ID
278 mAMAMUmMAmMAMAmMUmM NO: 902 UmGFA(moe)GFUmUmGmsAmsUm NO: 920
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmMATfGmMmGm SEQ ID
279 mAMAMUmMAmMAMAmMUm NO: 902 UmGFA(moe)GFUmUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmAmMGIGm SEQ ID
280 mAMAMUmMAmMAMAmMUmM NO: 902 UmGfA(moe)GFUmUmGmsAmsUm NO: 922
RX002 | CmsAmsAmCmT(moe)CmAFfCfCfUfG SEQ ID AmsUfsUmUmAmMUfUMAMCmAfGmGm SEQID
281 mUmAmMAmMUmMAmMAMAmMUm NO: 903 UmGfA(moe)GFUmUmGmsAmsUm NO: 921
RX002 | CmsAmsAmMCmUmMCmAFCFCFUFGMT( SEQ ID AmsUfsUmUmAmMUfUMAMCmMATfGmMmGm SEQ ID
282 moe)AmAmMUmAmMAmMAmMUm NO: 904 UmGfA(moe)GFUMUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmMATfGmMmGm SEQ ID
283 mA(moe)AmUmAMAmMAmMUmM NO: 905 UmGfA(moe)GFUmUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmUmCmAFCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmMATfGmMmGm SEQ ID
284 mAMAMUmMAmMAmMA(moe)Um NO: 906 UmGfA(moe)GFUmUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmT(moe)CmAFfCFfCfUTG SEQ ID AmsUfsUmUmAmMUfUmMA(moe)CmAfGm SEQ ID
285 mUmAmMAMUmAmMAMAmUm NO: 903 GmUmMGFAMGTUmUmGmsAmsUm NO: 923
RX002 | CmsAmsAMCmUmMCmAFCFCFUFGMT( SEQ ID AmsUfsUmUmAmMUfUmMA(moe)CmAfGm SEQID
286 moe)AmAmMUmAmMAmMAmMUm NO: 904 GmUMGFAMGIUmUmGmMsAmsUm NO: 923
RX002 | CmsAmsAMCmUmMCMmAFCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUmA(moe)CmAfGm SEQID
287 mA(moe)AmUmAMAmMAmMUmM NO: 905 GmUMGFAMGFUmUmMGmMsAmsUm NO: 923
RX002 | CmsAmsAMCmUmMCMmAFCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUmMA(moe)CmAfGm SEQID
288 mAMAMUmMAmMAmMA(moe)Um NO: 906 GmUmMGFAMGfUmUmGmsAmsUm NO: 923
RX002 | CmsGmsAmAmMG(moe)CmUTCFAFUTG SEQ ID AmsAfsUmAMUmMAfUmMUmMCmAmMUfGm SEQID
289 mAMAMUmAmMUmMAmMUmUm NO: 888 AMGFC(moe)UfUmCmGmsUmsAm NO: 910
RX002 | CmsGmsAMAMGMCmUfCfAfUfGmMA SEQ ID AmsAfsUmAMUMAfUMUmMCmAmUTGm SEQ ID
290 mA(moe)UmAmMUmMAmMmUmMUm NO: 890 AmMGFC(moe)UfUmCmGmsUmsAm NO: 910
RX002 | CmsGmsAMAMGmMCmUfCfAfUfGmA SEQ ID AmsAfsUmAMUMAFUMT (moe)CmAmUf SEQ ID
291 mA(moe)UmAmUmAmMUmUm NO: 890 GmAMGFCmUfUmCmGmsUmsAm NO: 924
RX002 | CmsGmSAMAMGMCmUFCTAfUfGmMA SEQ ID AmsAfsUmMAMUMATUMT (moe)CmAmUf SEQID
292 mAMUMAmMUmMAMT(moe)Um NO: 891 GmAMGFCmUfUmCmGmsUmsAm NO: 924
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmMUmMAMGFUMAMGmMAmMAfUmM SEQ ID
293 mA(moe)CmUmAmMCmAmMUm NO: 895 UmUfC(moe)UfCmUmGmsUmsAm NO: 914
RX002 | CmsAmsGmAMGmMAmMAFAfUfUfCmU SEQ ID AmsUfsGmMUmMAMGTUmMA(moe)GmAmAfF SEQ ID
294 mAMCmMUmMAMCmA(moe)Um NO: 896 UmUmUfCmUfCmUmGmsUmsAm NO: 925
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmAmMGTGm SEQ ID
295 mA(moe)AmUmAMAmMAmMUmM NO: 905 UmGfA(moe)GFUmUmGmsAmsUm NO: 922
RX002 | CmsAmsAmCmUmCmASfCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUmMA(moe)CmAmGf SEQ ID
296 mMAMAMUmMAmMAmMA(moe)Um NO: 906 GmUMGFAMGIUmUmMGmMsAmsUm NO: 926
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmUmMAmMGfUMAMGmMAmMAmUf SEQ ID
297 mAMCmMUmMAMCmAmMmUm NO: 892 UmUfC(moe)UfCmUmGmsUmsAm NO: 927
RX002 | AmsAmsAmUmUmCmUfAFCfUFAMC SEQ ID UmsAfsUmAMGmMAfUMGmUmMAmMGmUf SEQ ID
298 mAmMUmCmUmAmMUmMAm NO: 907 AmMGFAMAfUMUmUmsCmsUm NO: 928
RX002 | AmsAmsAmUmUmCmUfAFCfUFAMC SEQ ID UmsAfsUmAMGmMAfUMGmMUFfAMGmUm SEQ ID
299 mAmMUmCmUmAmMUmMAm NO: 907 AmGfA(moe)AfUmUmUmsCmsUm NO: 929
RX002 | AmsAmsAmUmUmCmUfAFCfUfAMC SEQ ID UmsAfsUmAMGmMAfUMGmUmMAmMGmUf SEQ ID
300 mAMUmCmUmAmMUmMAmM NO: 907 AMGFA(moe)AfUmUmUmsCmsUm NO: 930
RX002 | CmsGmsAMAMGMCmUfCfAfUfGmMA SEQ ID AmsAfsUmAMUMAfUMUmMCFAMUMGm SEQ ID
301 mAMUmAmMUmAmMUmMUm NO: 887 AmGfCmUfUmCmGmsUmsAm NO: 931
RX002 | CmsGmsAMAMGMCmUfCFAfUfGmMA SEQ ID AmsAfsUmAMUmMAfUMUmMCmAmMUmMGTF SEQ ID
302 mAmMUmAmMUmAmMUmMUm NO: 887 AmGfCmUfUmCmGmsUmsAm NO: 932
RX002 | CmsGmsAMAMGMCmUfCfAfUfGmMA SEQ ID AmsAfsUmAMUMAfUMUmMCmAmUmMGTF SEQ ID
303 mAMUmMAmMUmMAmMUmMUm NO: 887 AmMGFC(moe)UfUmCmGmsUmsAm NO: 933
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RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCFAMGmMGm SEQ ID
304 mAMAMUmMAMAMAmMUm NO: 902 UmGFAMGTUmUmGmsAmsUm NO: 934
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmAmMGmGTF SEQ ID
305 mAMAMUmMAMAMAmMUm NO: 902 UmGFAMGFUmUmGmsAmsUm NO: 935
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAMUfUMAMCmAmMGmGTF SEQ ID
306 mAMAMUmMAmMAMAmMUm NO: 902 UmGFA(moe)GFUmUmGmsAmsUm NO: 936
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGMUMAMGFUMAMGFAMAmMUmM SEQ ID
307 mAMCmMUmMAMCmAmUm NO: 892 UmUfCmUfCmUmMGmsUmsAm NO: 937
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmUmAmMGfUMAMGmAmMAmUf SEQ ID
308 MmAMCmMUmMAMCmAmMUm NO: 892 UmUfCmUfCmUmGmsUmsAm NO: 938
RX002 | AmsAmsAmUmUmCmUfAfCfUfAMC SEQ ID UmsAfsUmAMGmMAfUMGmMUfAMGmUm SEQ ID
309 mAMUmCmUmAmMUmMAmM NO: 907 AmGFAMAfUmMUmUmsCmsUm NO: 939
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAFAMGmMCm SEQ ID
310 mAMUMAMCmAmMAmMAmM NO: 897 AmAFfUMUfCmUmMCmsCmsUm NO: 940
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAmMGmCf SEQ ID
311 mAMUmAMCmMAmMAmMAmM NO: 897 AmAFfUMUfCmUmMCmsCmsUm NO: 941
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAFAMGmMCm SEQ ID
312 mAMUmMAMCmAmMAmMAmM NO: 897 AmAfU(moe)UfCmUmCmsCmsUm NO: 942
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAmMGmCf SEQ ID
313 mAMUMAMCmAmMAmMAmM NO: 897 AmAfU(moe)UFCmUmCmsCmsUm NO: 943

[00352] In some optional embodiments of the present disclosure, the antisense strand comprises
a nucleotide sequence with 0, 1, 2 or 3 nucleotide base differences from any one of the sequences
as set forth in SEQ ID NOs: 908, 912, 914, 920 and 927 to 943.

[00353] In some optional embodiments of the present disclosure, the antisense strand comprises
a nucleotide sequence with 0 or 1 nucleotide base difference from any one of the sequences as set
forth in SEQ ID NOs: 908, 912, 914, 920 and 927 to 943.

[00354] In some optional embodiments of the present disclosure, the antisense strand comprises
any one of the sequences as set forth in SEQ ID NOs: 908, 912, 914, 920 and 927 to 943.

[00355] In some optional embodiments of the present disclosure, the sense strand comprises a
nucleotide sequence with 0, 1, 2 or 3 nucleotide base differences from any one of the sequences as
set forth in SEQ ID NOs: 887, 892, 897, 902 and 907.

[00356] In some optional embodiments of the present disclosure, the sense strand comprises a
nucleotide sequence with 0 or 1 nucleotide base difference from any one of the sequences as set
forth in SEQ ID NOs: 887, 892, 897, 902 and 907.

[00357] In some optional embodiments of the present disclosure, the sense strand comprises any
one of the sequences as set forth in SEQ ID NOs: 887, 892, 897, 902 and 907.

[00358] In some optional embodiments of the present disclosure, the antisense strand comprises
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any one of the sequences as set forth in SEQ ID NOs: 908, 912, 914, 920 and 927 to 943, and the
sense strand comprises any one of the sequences as set forth in SEQ ID NOs: 887, 892, 897, 902
and 907.

[00359] In some optional embodiments of the present disclosure, the double-stranded

oligonucleotide comprises one or more pairs of:

[00360] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 908, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887;

[00361] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 931, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887;

[00362] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 932, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 887;

[00363] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 933, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887;

[00364] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 912, and a sense strand having a nucleotide sequence
with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 892;

[00365] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 914, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 892;

[00366] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 927, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 892;

[00367] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference

from the sequence as set forth in SEQ ID NO: 937, and a sense strand having a nucleotide sequence
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with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 892;

[00368] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 938, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 892;

[00369] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 940, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897;

[00370] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 941, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 897;

[00371] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 942, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897;

[00372] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 943, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 897;

[00373] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 920, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 902;

[00374] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 934, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 902;

[00375] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 935, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 902;

[00376] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 936, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 902;
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[00377] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 928, and a sense strand having a nucleotide sequence
with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 907;

[00378] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 929, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 907;

[00379] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 930, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 907; and

[00380] an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference
from the sequence as set forth in SEQ ID NO: 939, and a sense strand having a nucleotide sequence

with 0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 907.

[00381] In some specific embodiments of the present disclosure, the double-stranded

oligonucleotide comprises one or more pairs of:

Pair Sense strand (5'-3") Antisense strand (5'-3")
RX002 | CmsGmsAMAmMGmMCmUTCFAfUG SEQ ID NO: AmsAfsUmMAMUMAfUMUmMCFAMUMG SEQ ID
245 mAMAMUmAMUmAmMUmUm 887 mMAMGFC(moe)UfUmCmGmsUmsAm NO: 908
RX002 | CmsAmsGmAMGmMAMAFAfUTfUfC SEQ ID NO: AmsUfsGmMUMAMGfUmAmMGFAmMAmMU SEQ ID
256 mUmAMCmUmAmMCmAmUm 892 mUmUfC(moe)UfCmUmGmsUmsAm NO: 912
RX002 | CmsAmsGmAMGmMAMAFAFUTUfC SEQ ID NO: AmsUfsGMUMAMGfUmAmMGmMAmMAfU SEQ ID
258 mUmAMCmUmAmMCmAmUm 892 mUmUfC(moe)UfCmUmGmsUmsAm NO: 914
RX002 | CmsAmsAMCmUmMCmATCFCfUfGm | SEQ ID NO: AmsUfsUmUmAMUfUMAmMCTAMGmMG SEQ ID
278 UmAmMAmMUmMAmMAmMAmUmM 902 mUMGFA(moe)GFUmUmGmsAmsUm NO: 920
RX002 | CmsAmsGmAMGmMAmMAFAFUTUfC SEQ ID NO: | AmsUfsGmUmAmMGfUmAmMGmMAmMAmMU SEQ ID
297 mUmAMCmUmAmMCmAmMUm 892 fUmUfC(moe)UfCmUmGmsUmsAm NO: 927
RX002 | AmsAmsAmUmUmCmUTAFCIUTA SEQ ID NO: | UmsAfsUmAMGmMAfUmMGmUmMAmMGmMU SEQ ID
298 mCmAmMUmCmUmAmMUmAmM 907 FAMGFAMAfUMUmUmsCmsUm NO: 928
RX002 | AmsAmsAmUmUmCmUfAFCIUTA SEQ ID NO: UmsAfsUmAMGmAfUMGmUfAMGmU SEQ ID
299 mCmAMUmMCmUmAmMUmMAmM 907 MAMGFA(moe)AfUmUmUmsCmsUm NO: 929
RX002 | AmsAmsAmUmUmCmUfAFCFUTA SEQ ID NO: | UmsAfsUmAMGmMAfUMGmUMAmMGmMU SEQ ID
300 mCmAmMUmCmUmAmMUmAm 907 fAMGFA(moe) AfUmUmUmsCmsUm NO: 930
RX002 | CmsGmsAMAMGmMCmUTCFAfUG SEQ ID NO: AmsAfsUMAMUMAfUMUmMCFAMUMG SEQ ID
301 MAMAMUmMAMUmMAmUmUm 887 MAMGFCmUfUmCmGmsUmsAm NO: 931
RX002 | CmsGmsAMAmMGmMCmUTCFATUG SEQ ID NO: | AmsAfsUmAmMUmMAfUmUmCmAmMUmMG SEQ ID
302 MAMAMUmMAMUmMAmUmUm 887 fAMGICmUfUmCmGmsUmsAm NO: 932
RX002 | CmsGmsAMAMGmMCmUfCFATUG SEQ ID NO: | AmsAfsUmAmMUmMAfUmUmCmAmMUmMG SEQ ID
303 mAMAMUMAMUmMAmMUmMUm 887 fAMGTC(moe)UfUmCmGmsUmsAm NO: 933
RX002 | CmsAmsAMCmUmMCmATCFCfUfGm | SEQ ID NO: AmsUfsUmUmAMUfUMAMCTAMGmMG SEQ ID
304 UmAmMAMUmMAmMAMAmMUm 902 mUmGFAMGFUMUmGmsAmsUm NO: 934
RX002 | CmsAmsAMCmUMCmMATCFCfUfGm | SEQ ID NO: | AmsUfsUmUmAmMUfUmMAMCmAMGmMG SEQ ID
305 UmAMAmMUmAmMAmMAmUm 902 fUMGFAMGFUMUmGmsAmsUm NO: 935
RX002 | CmsAmsAMCmUMCmATFCFCfUfGm | SEQ ID NO: | AmsUfsUmUmAmMUfUmAMCmAMGmG SEQ ID
306 UmAmMAMUmMAmMAMAmMUmM 902 fUMGFA(moe)GFUMUmGmMsAmsUm NO: 936
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RX002 | CmsAmsGmAMGmMAmMAFAFUTUfC SEQ ID NO: AmsUfsGmMUMAMGfUMAMGFAmMAmMU SEQ ID
307 mUmMAMCmUmMAmMCmAmMUm 892 mUmUfCmUfCmUmGmsUmsAm NO: 937
RX002 | CmsAmsGmAMGmMAmMAFAFUTfUfC SEQ ID NO: | AmsUfsGmUmAmMGfUmAmMGmMAmMAmMU SEQ ID
308 mUmAMCmUmAmMCmAmMUm 892 fUmUfCmUfCmUmMGmsUmsAm NO: 938
RX002 | AmsAmsAmUmUmCmUFAFCIUTA SEQ ID NO: UmsAfsUmAMGmAfUMGmUFfAMGmU SEQ ID
309 mCmAMUMCmUmAmMUmMAmM 907 mMAMGFAMAfUmMUmUmsCmsUm NO: 939
RX002 | GmsAmsGmAmMAmUmMUfGCfUfU SEQ ID NO: UmsUfsUmGmUmMAfUMGmAFfAMGmC SEQ ID
310 MCMAMUMAMCmAMAMAmM 897 mAMAfUMUfCmUmCmsCmsUm NO: 940
RX002 | GmsAmsGmAmMAmMUmMUfGCfUfU SEQ ID NO: | UmsUfsUmGmUmMAfUmMGmMAmMAmMGmMC SEQ ID
311 mCmAMUmMAMCmAmMAmMAmM 897 fAMAfUMUfCmUmCmsCmsUm NO: 941
RX002 | GmsAmsGmAmMAmUmMUfGCfUfU SEQ ID NO: UmsUfsUmGmUmMAfUMGmAFAMGmC SEQ ID
312 mCmAMUmMAMCmAmMAmMAmM 897 MAMAfU(moe)UfFCmUmCmsCmsUm NO: 942
RX002 | GmsAmsGmAmMAmMUmMUfGCfUfU SEQ ID NO: | UmsUfsUmGmUmMAfUmMGmMAmMAmMGmMC SEQ ID
313 mCmAMUmMAMCmAmMAMAmM 897 fAMATU(moe)UFCmUmCmsCmsUm NO: 943

[00382] In some optional embodiments of the present disclosure, the antisense strand comprises
a nucleotide sequence having 0, 1, 2 or 3 nucleotide base differences from the sequence as set forth
in SEQ ID NO: 914.

[00383] In some optional embodiments of the present disclosure, the antisense strand comprises
a nucleotide sequence having 0 or 1 nucleotide base difference from the sequence as set forth in
SEQ ID NO: 914.

[00384] In some optional embodiments of the present disclosure, the antisense strand comprises
the sequence as set forth in SEQ ID NO: 914.

[00385] In some optional embodiments of the present disclosure, the sense strand comprises a
nucleotide sequence having 0, 1, 2 or 3 nucleotide base differences from the sequence as set forth
in SEQ ID NO: 892.

[00386] In some optional embodiments of the present disclosure, the sense strand comprises a
nucleotide sequence having 0 or 1 nucleotide base difference from the sequence as set forth in SEQ
ID NO: 892.

[00387] In some optional embodiments of the present disclosure, the sense strand comprises the
sequence as set forth in SEQ ID NO: 892.

[00388] In some optional embodiments of the present disclosure, the double-stranded

oligonucleotide comprises:

[00389] an antisense strand comprising a nucleotide sequence having 0 or 1 nucleotide base

difference from the sequence as set forth in SEQ ID NO: 914, and a sense strand comprising a
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nucleotide sequence having 0 or 1 nucleotide base difference from the sequence as set forth in SEQ
ID NO: 892.

[00390] In some specific embodiments of the present disclosure, the double-stranded

oligonucleotide comprises:

[00391] an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 914, and a

sense strand having a nucleotide sequence as set forth in SEQ 1D NO: 892.

[00392] In some specific embodiments of the present disclosure, the double-stranded

oligonucleotide is selected from siRNA.

[00393] In a third aspect, the present disclosure provides a conjugate comprising the double-

stranded oligonucleotide of the first and/or second aspect, and one or more gene delivery carriers.

[00394] In some optional embodiments of the present disclosure, the gene delivery carrier is
selected from a lipid, a nanoparticle, a polymer, and a ligand.

[00395] In some optional embodiments of the present disclosure, the lipid includes cholesterol
and cholesterol derivatives; the polymer includes an amphiphilic polymer and a membrane active

polymer; the ligand is selected from a ligand capable of binding to a cell surface receptor.

[00396] In some specific embodiments of the present disclosure, the gene delivery carrier is

selected from a ligand capable of binding to a cell surface receptor.

[00397] In some specific embodiments of the present disclosure, the ligand specifically targets the

liver tissue.

[00398] In some specific embodiments of the present disclosure, the ligand is selected from a
ligand of asialoglycoprotein receptor (ASGPR). Binding between the ASGPR ligand and ASGPR

can promote the specific targeting and the endocytosis of the conjugate into the hepatocytes.

[00399] In some specific embodiments of the present disclosure, the ASGPR ligand comprises
galactose or a derivative thereof.

[00400] In some specific embodiments of the present disclosure, the galactose or the derivative
thereof include but are not limited to galactose, galactosamine, N-formyl galactosamine, N-acetyl

galactosamine, N-propionyl galactosamine, N-n-butyryl galactosamine and N-isobutyryl
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galactosamine.

[00401] In some specific embodiments of the present disclosure, the galactose or the derivative

thereof is N-acetyl galactosamine (GalNACc).

[00402] In some specific embodiments of the present disclosure, the ASGPR ligand comprises N-

acetyl galactosamine.

[00403] In some optional embodiments of the present disclosure, the ligand is conjugated to 3'-
end of the sense strand, 5'-end of the sense strand, 3'-end of the antisense strand and/or 5'-end of

the antisense strand.

[00404] In some specific embodiments of the present disclosure, the number of the ASGPR ligand

is one, and the one ASGPR ligand is conjugated to 3'-end of the sense strand.

[00405] In some specific embodiments of the present disclosure, the double-stranded

oligonucleotide is siRNA. The conjugate is a conjugate of siRNA.

[00406] In some optional embodiments of the present disclosure, the conjugate comprises a

structure as shown by formula (101):

< RIigand%m_Nu

(101)

[00407] wherein, Nu represents the double-stranded oligonucleotide;
[00408] each Riigand is independently selected from an ASGPR ligand; and
[00409] mis selected from 1, 2, 3 and 4.

[00410] In some optional embodiments of the present disclosure, when m is one, the one Riigand IS
conjugated to 3'-end of the sense strand, the one Riigand IS conjugated to 5'-end of the sense strand,
the one Riigand is conjugated to 3'-end of the antisense strand, or the one Riigand iS conjugated to 5'-

end of the antisense strand;

[00411] when m is two, the two Riigand are conjugated to 3'-end of the sense strand and 5'-end of
the sense strand respectively; the two Riigang are conjugated to 3'-end of the sense strand and 3'-end
of the antisense strand respectively; the two Riigand are conjugated to 5'-end of the sense strand and

3'-end of the antisense strand respectively; the two Riigana are conjugated to 5'-end of the sense
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strand and 3'-end of the antisense strand respectively; the two Riigand are conjugated to 5'-end of the
sense strand and 5'-end of the antisense strand respectively; the two Riigang are conjugated to 3'-end
of the antisense strand and 5'-end of the antisense strand respectively;

[00412] when m is three, the three Riigana are conjugated to 3'-end of the sense strand, 5'-end of
the sense strand, and the 3'-end of the antisense strand, respectively; the three Riigand are conjugated
to 3'-end of the sense strand, 5'-end of the sense strand, and the 5'-end of the antisense strand,
respectively; the three Riigand are conjugated to 3'-end of the sense strand, 3'-end of the antisense
strand, and the 5'-end of the antisense strand, respectively; the three Riigand are conjugated to 5'-end

of the sense strand, 3'-end of the antisense strand, and the 5'-end of the antisense strand, respectively;

[00413] when m is four, the four Riigana are conjugated to 3'-end of the sense strand, 5'-end of the

sense strand, 3'-end of the antisense strand, and 5'-end of the antisense strand.
[00414] In some specific embodiments of the present disclosure, m is one.

[00415] In some specific embodiments of the present disclosure, m is one, and the Riigand IS
conjugated to 3'-end of the sense strand.

[00416] In some specific embodiments of the present disclosure, m is two.

[00417] In some specific embodiments of the present disclosure, m is two, and the two Riigana are

conjugated to 3'-end and 5'-end of the sense strand, respectively.

[00418] In some optional embodiments of the present disclosure, each Riigand IS independently
selected from a structure as shown by formula (201), a pharmaceutically acceptable salt thereof

and a steroisomer thereof:
sk
|
o)
o=||3—z
o OH
—C—C—L—Y OH

0 AcHN OH

J (201)
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[00419] wherein * represents a conjugation site of the ligand on the sense strand or the antisense

strand,

[00420] j is selected from 1, 2, 3 and 4;

[00421] each Z is selected from hydroxy and sulfydryl;
[00422] each p is selected from 1, 2 and 3;

[00423] each qis selected from 1, 2 and 3;

[00424] each R: is independently selected from H, any optionally substituted Ci¢ alkyl and
optionally substituted Ci.¢ alkoxy;

[00425] each L is selected from optionally substituted Co20 alkylene and

0
%RLa—(-H—g—RLd?%

substituted Ci-10 alkylene, and Kk is selected from 1, 2, 3, 4 and 5; and

, Wherein Rpa and Ryp are independently selected from any optionally

[00426] each Y is selected from O, S and NH.

[00427] In some optional embodiments of the present disclosure, m is selected from 1, 2 or 3.
[00428] In some specific embodiments of the present disclosure, m is 3.

[00429] In some specific embodiments of the present disclosure, Z is hydroxy.

[00430] In some specific embodiments of the present disclosure, p is 1.

[00431] In some specific embodiments of the present disclosure, q is 1.

[00432] In some specific embodiments of the present disclosure, Rz is H.

[00433] In some optional embodiments of the present disclosure, each L is selected from

0
%RLa—fH—y‘,—RLb{?%

independently selected from any optionally substituted Ci-10 alkylene, and k is selected from 1, 2
and 3.

optionally substituted C.10 alkylene and , Wherein Rpa and Ryp are

[00434] In some specific embodiments of the present disclosure, k is 1.
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[00435] In some optional embodiments of the present disclosure, each L is selected from

{\N)J\/\/\)\ MHJ\A/\’/

, and
(0]
I'E/\/\/\NM
H )

[00436] In some optional embodiments of the present disclosure, each L is selected from
0
N &/\N)k/\/\/
and H .

[00437] In some specific embodiments of the present disclosure, L is N :

[00438] In some specific embodiments of the present disclosure, L is

MH)(L/\/\/

[00439] In some specific embodiments of the present disclosure, Y is O.

[00440] In some optional embodiments of the present disclosure, each Riigand iS independently
selected from a structure as shown by formula (202), a pharmaceutically acceptable salt thereof

and a steroisomer thereof:
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[00441] In some optional embodiments of the present disclosure, each Riigand iS independently

selected from a structure as shown by formula (CR01008x3), a pharmaceutically acceptable salt
thereof and a steroisomer thereof:

|
I
o=||3—0H
OH R
HO,, A ,NHAc
’, [j/ O
. o)
HO\\\\\\\\ 0 /,//O MN |
H o=F|>—0H
OH R
HO, _A_ LNHAc
o/ I
. o)
HO\\\\\\\\ O //,/O /\/\)J\N |
H O=I|3—OH
OH A
HO,, A NHAC
,,[j/ O
. . OH
HOo o) %A/\)%

I

(CR0O1008X3)
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[00442] In some optional embodiments of the present disclosure, each Riigand iS independently

selected from a structure as shown by formula (CR01013%3), a pharmaceutically acceptable salt
thereof and a steroisomer thereof:

o
o=F|>—0H
0
NHAC 0
H
HO,, e N\/\)J\ 0
“ B M( H |
O=P—OH
o 0 0
0
Ho™~
NHAC
HOw,, OV\/\( M
" |
HO : i
Ho
NHAC
HO//,,,, \\\\OM( M
HO™"
: (CRO1013X3)
Ho™

[00443] In some optional embodiments of the present disclosure, each Riigand IS independently

selected from a structure as shown by formula L96, and a pharmaceutically acceptable salt thereof
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[00444] In some specific embodiments of the present disclosure, the conjugate comprises one or

more pairs of:

Pair Sense strand (5'-3) Antisense strand (5'-3")

RZ00 CmsGmsAMAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUmMAMUMAfUMUMCTAm SEQID

2033 GmAMAmMUMAMUMAmMUmMUm_ | 887_(CR01008 | UmGMAMGFC(moe)UfUmCmGm NO: 908
(CR01008x%3) X 3) sUmsAm )

RZ00 CmsGmsAMAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUmAMUMATfUMUmMCmAS SEQ ID

2034 GmAMAMUMAMUMAmMUmMUm_ | 887_(CR01008 | UmGMAMGFC(moe)UfUmCmGm NO: 909
(CR01008x%3) X 3) sUmsAm )

RZ00 CmsGmsAmMAmMG(moe)CmUfCF SEQ ID NO: AmsAfsUmAMUMATfUMUmMCmAS SEQ ID

2036 AfUFGmAMAMUMAMUmMAmMU 888_(CR01008 UmGmMAmMGFC(moe)UfUmCmGm NO- 909
mUm_(CR01008x3) X3) sUmsAm )

RZ00 CmsGmMsAMAMGMCmUTCfAfUf SEQ ID NO: AmsAfsUmAmMUMATfUMUmMCmAF SEQID

2037 GmA(moe)AmUmAmMUmMAmMUm | 889_(CR01008 | UmGMAMGFC(moe)UfUmCmGm NO: 909
Um_(CR01008x3) X3) sUmsAm )

RZ00 CmsGmsAMAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUmAMUMATfUMUmMCmAS SEQ ID

2038 GmAmMA(moe)UmAmMUmMAmMUmM | 890(CR01008 X | UmGMAmMGFC(moe)UfUmCmGm NO: 909
Um_(CR01008x3) 3) sUmsAm )

RZ00 CmsGmsAMAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUmAMUMATfUMUmMCmAS SEQ ID

2039 GmAMAMUMAmMUMAmMT(moe) | 891 (CR01008 | UmGMAMGFC(moe)UfUmCmGm NO: 909
Um_(CR01008x3) X3) sUmsAm )

RZ00 CmsGmsAmMAmMG(moe)CmUfCF SEQ ID NO: AmsAfsUmAMUMAFUMT(moe)C SEQ ID

2040 AfUFfGmAMAMUmMAmMUmMAmMU 888_(CR01008 | mAfUMGMAMGfCmUfUmCmGm NO: 911
mUm_(CR01008x3) X3) sUmsAm )

RZ00 CmsGmsAMAMGMCmUFCTATUT SEQ ID NO: AmsAfsUmAmMUMAFUMT (moe)C SEQID

2041 GmA(moe) AmUmAmUmAmMUm 889 (CR01008 | mAfUMGMAMGfCmUfUmCmGm NO: 911
Um_(CR01008x3) X 3) sUmsAm '

RZ00 CmsGmsAMAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUmAMUMAFUMT(moe)C SEQ ID

2042 GmAmMA(moe)UmAmUmMAmMUm 890_(CR01008 | mAfUMGMAMGfCmUfUmCmGm NO: 911
Um_(CR01008x3) X 3) sUmsAm '

RZ00 CmsGmsAMAMGMCmUfCFAfUf SEQ ID NO: AmsAfsUmAmMUMAFUMT (moe)C SEQID

2043 GmAMAMUmMAmMUmMAMT(moe) 891_(CR01008 | mAfUMGMAMGfCmUfUmCmGm NO: 911
Um_(CR01008x3) X3) sUmsAm '

RZ00 CmsAMsGmMAMGMAmMAFAfUfUT SEQ ID NO: AmsUfsGmMUMAMGFUMAMGTA SEQID

2050 CmUMAMCmMUMAMCmAmMUmM_ | 892_(CR01008 | mAmUmUmMUTfC(moe)UfCmUmG NO: 912
(CR01008x%3) X 3) msUmsAm )

RZ00 | CmsAmsGmAMGmMAmMAFAFUTUf SEQ ID NO: AmsUfsGmMUmMAmMGfUMAMGmA SEQ ID

2051 | CmUmAMCmUmAmMCmAmMUm_ | 892 (CR01008 FAMUmUmUfC(moe)UfCmUmG NO: 913
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(CR01008x%3) X3) msUmsAm
RZ00 CmsAmsGmAmMG(moe)AmATFAf SEQ ID NO: AmsUfsGmUmMAmMGfUmAMGmMA SEQ ID
2053 UfufCmUmAmCmUmAmMCmAm | 893_(CR01008 fAMUmUmMUfC(moe)UfCmUmG NO: 913
Um_(CR01008x3) X 3) msUmsAm )
RZ00 CmsAmsGmAmMGmMAmMAfAfUTUf SEQ ID NO: AmsUfsGmUmMAMGFUMAMGmMA SEQ ID
2054 CmT(moe)AmCmUmAmMCmAm | 894 (CR01008 | fAmMUmUmUfC(moe)UfCmUmG NO: 913
Um_(CR01008x3) X 3) msUmsAm )
RZ00 CmsAmsGmMAMGmMAmMATFAfUfUT SEQ ID NO: AmsUfsGmMUmMAmMGTUMAMGmMA SEQID
2055 CmUmA(moe)CmUmAmMCmAm | 895_(CR01008 | fAmMUmUmMUfC(moe)UfCmUmG NO: 913
Um_(CR01008x3) X 3) msUmsAm )
RZ00 CmsAmsGmMAMGmMAmMAFAfUfUT SEQ ID NO: AmsUfsGmMUMAmMGFUMAMGmMA SEQID
2056 CmUmAmMCmUmMAmMCmA(moe) | 896_(CR01008 fAMUmUmMUfC(moe)UfCmUmG NO: 913
Um_(CR01008x3) X 3) msUmsAm )
RZ00 CmsAmsGmAmMG(moe)AmATAfF SEQ ID NO: AmsUfsGmUmMAMGTUmMA(moe)G SEQ ID
2057 UfufCmUmAmMCmUmAmMCmAm | 893_(CR01008 | mAfAMUmMUMmMUfCmUfCmUmGm NO: 915
Um_(CR01008x3) X 3) sUmsAm )
RZ00 CmsAmsGmAmMGmMAmMAFAfUTUf SEQ ID NO: AmsUfsGmUmMAmMGTUmMA(moe)G SEQID
2058 CmT(moe)AmCmUmAmMCmAmM 894 (CR01008 | mAfAMUmUMUfCmUfCmUmMGm NO: 915
Um_(CR01008x3) X 3) sUmsAm )
RZ00 CmsAmsGmAmMGmMAmMAFAfUTUf SEQ ID NO: AmsUfsGmUmMAmMGTUMA (moe)G SEQID
2059 CmUmA(moe)CmUmAmMCmAmM 895_(CR01008 | mAfAMUmMUmMUfCmUfCmMUmMGm NO: 915
Um_(CR01008x3) X 3) sUmsAm )
RZ00 CmsAmsGmAMGmMAMAFATUTUT SEQ ID NO: AmsUfsGmUmMAmMGTUmMA(moe)G SEQID
2060 CmUmAMCmUmMAmMCmA(moe) | 896_(CR01008 | mAfAmMUmMUmMUfCmUfCmUmMGm NO: 915
Um_(CR01008x3) X 3) sUmsAm )
RZ00 GmsAmsGmMAMAmMUmMUfGFCTUf SEQ ID NO: UmsUfsUmGmUmMAfUmGmAfA SEQ ID
2066 UmCmAmMUmMAMCmAmMAmMAm_ | 897_(CR01008 mGMCmMAMATFT (moe)UfCmUmC NO: 916
(CR01008x%3) X3) msCmsUm )
RZ00 GmsAmsGmAMAMUmMUGTCTUf SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAmMA SEQ ID
2067 UmCmAmMUMAmMCmAmMAmMAm_ | 897_(CR01008 | fGmCmAMAFT(moe)UfCmUmCm NO- 917
(CR01008x%3) X3) sCmsUm )
RZ00 GmsAmsGmAMAMUmMUTGfCfUf SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAMmMA SEQID
2068 UmCmAMUmMAMCmMAMAmMAm_ | 897_(CR01008 | mGfCmMAmMAFT(moe)UfCmUmCm NO: 918
(CR01008x%3) X 3) sCmsUm )
RZ00 GmsAmsGmAmMA(moe)UmUTGF SEQ ID NO: UmsUfsUmGmUmAfUmGmAmA SEQ ID
2069 CfUufUmCmAMUmMAMCmAmMAm | 898 (CR01008 | fGmCmMAMAFT(moe)UfCmUmCm NO: 917
Am_(CR01008x3) X 3) sCmsUm )
RZ00 GmsAmsGmAMAMUmMUTGfCfUf SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAmMA SEQID
2070 UmC(moe)AmUmAMCmAmMAm | 899_(CR01008 | fGMCmAMAFT(moe)UfCmUmCm NO: 917
Am_(CR01008x3) X 3) sCmsUm )
RZ00 GmsAmsGmAMAMUmMUTGfCfUf SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAMmMA SEQID
2071 UmCmA(moe)UmAMCmAmMAm | 900_(CR01008 | fGMCmAMAFT(moe)UfCmUmCm NO: 917
Am_(CR01008x3) X 3) sCmsUm )
RZ00 GmsAmsGmMAMAmMUmMUfGFCTUf SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAmMA SEQID
2072 UmCmAmMUmMAmMCmAmA(moe) | 901_(CR01008 | fGmMCmAMAST(moe)UfCmUmCm NO: 917
Am_(CR01008x3) X 3) sCmsUm )
RZ00 GmsAmsGmAmMA(moe)UmUFGF SEQ ID NO: UmsUfsUmGmUmMAfUmMG(moe)A SEQ ID
2073 CfUfUmCmAmMUmMAMCmAmMAm | 898 (CR01008 | mAfGmMCmAmMAfUmUfCmUmCm NO: 919
Am_(CR01008x3) X 3) sCmsUm )
RZ00 GmsAmsGMAmMAMUmMUFGFCTUf SEQ ID NO: UmsUfsUmGmUmMAfUmMG(moe)A SEQID
2074 UmC(moe)AmUmAmMCmMAmMAmM 899_(CR01008 | mAfGMCmAmMAfUmMUfCmUmMCm NO: 919
Am_(CR01008x3) X 3) sCmsUm )
RZ00 GmsAmsGmMAMAmMUmMUfGFCTUf SEQ ID NO: UmsUfsUmGmUmMAfUMG(moe)A SEQID
2075 UmCmA(moe)UmAmMCmAmMAm 900_(CR01008 | mAfGmMCmAmMAfUmUfCmUmCm NO: 919
Am_(CR01008x3) X 3) sCmsUm )
RZ00 | GmsAmsGmAMAmMUmMUfGFCTUf SEQ ID NO: UmsUfsUmGmUmMAfUmMG(moe)A SEQID
2076 UmCmAMUmMAMCmAmMA(moe) | 901 (CR01008 | mAfGMCmAmMAfUMUfCmUmMCm | NO: 919

- 60 -




Am_(CR01008x3) X3) sCmsUm
RZ00 CmsAmsAMCmUmMCmAfCFCfUf SEQ ID NO: AmsUfsUmUmAmMUfUMAmMCTAmM SEQID
2082 GmUmAmMAMUMAMAMAmMUmM_ | 902_(CR01008 | GmGmUMGFA(moe)GfFUmUmGm NO: 920
(CR01008x%3) X 3) sAmsUm )
RZ00 CmsAmsAmCmUmMCmAfCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUMAmMCmAS SEQ ID
2083 GmUmAmMAMUmMAMAmMAmMUmM_ | 902_(CR01008 | GmGmUMGfA(moe)GfUmUmGm NO: 921
(CR01008x%3) X 3) sAmsUm )
RZ00 CmsAmsAmCmUmCmAFfCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUMAmMCmA SEQID
2084 GmUmAMAMUMAmMAmMAmUm_ | 902_(CR01008 mGfGmMUMGfA(moe)GflUmUmG NO: 922
(CR01008x%3) X 3) msAmsUm )
RZ00 CmsAmsAmCmT (moe)CmAFCfC SEQ ID NO: AmsUfsUmUmAmMUfUMAmMCmAf SEQ ID
2085 fUfGmUmAmMAmMUmMAmMAmMAmM 903_(CR01008 | GmGmMUMGFA(moe)GfUmUmGm NO: 921
Um_(CR01008x3) X 3) sAmsUm )
RZ00 CmsAmMsAmMCmUmMCmAFCFCfUf SEQ ID NO: AmsUfsUmUmAmMUfUMAMCmATF SEQID
2086 GmT(moe) AmMAMUMAmMAmMAm | 904_(CR01008 | GmGmUMGFA(moe)GFUmUmMGm NO: 921
Um_(CR01008x3) X 3) sAmsUm )
RZ00 CmsAmsAmCmUmCmAFfCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUmAmMCmAf SEQID
2087 GmUmMA(moe)AmUmAmMAmMAm | 905_(CR01008 | GmGmUmMGFA(moe)GFUmUmMGMm NO: 921
Um_(CR01008x3) X 3) sAmsUm )
RZ00 CmsAmsAmCmUmCmAFfCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUmMAMCmAf SEQID
2088 GmUmAmMAmMUMAmMAmMA(moe) | 906_(CR01008 | GmGmUMGFA(moe)GfFUmUmGm NO: 921
Um_(CR01008x3) X 3) sAmsUm )
RZ00 CmsAmsAmCmT (moe)CmAFCfC SEQ ID NO: AmsUfsUmUmAmMUfUmMA(moe)C SEQ ID
2089 fUfGmUmAmMAMUmMAmMAmMAmM 903_(CR01008 MAfGMGMUMGFAMGFUMUMG NO: 923
Um_(CR01008x3) X 3) msAmsUm )
RZ00 CmsAmsAmCmUmMCmAfCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUmMA(moe)C SEQ ID
2090 GmT(moe) AmAmUmMAmMAmMAmM 904_(CR01008 MAfGMGMUMGFAMGFUMUMG NO: 923
Um_(CR01008x3) X3) msAmsUm )
RZ00 CmsAmsAmCmUmMCmAfCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUmMA(moe)C SEQ ID
2091 GmUmMA(moe)AmUmAmMAmMAm | 905_(CR01008 MAFfGMGMUMGFAMGIfUmUmMG NO: 923
Um_(CR01008x3) X3) msAmsUm )
RZ00 CmsAmsAmCmUmMCmATFfCfCfUf SEQ ID NO: AmsUfsUmUmAmUfUmMA (moe)C SEQID
2092 GmUmAmMAmMUmMAmMAmA(moe) | 906_(CR01008 MAfGMGMUMGFAMGTUmUmMG NO: 923
Um_(CR01008x3) X 3) msAmsUm )
RZ00 CmsGmsAMAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUmAMUMAfUmUmMCmA SEQ ID
2099 GmAmMAMUMAMUmMAmMUmMUm_ | 887_(CR01008 mUfGMAMGTC(moe)UfUmCmG NO: 910
(CR01008x%3) X 3) msUmsAm )
RZ00 CmsGmsAMAMG(moe)CmUfCF SEQ ID NO: AmsAfsUmAMUmMAfUmMUmCmA SEQ ID
2100 AfUfGmMAMAMUMAmMUmMAmMU 888_(CR01008 mUfGMAMGC(moe)UfUmCmG NO: 910
mUm_(CR01008x3) X 3) msUmsAm )
RZ00 CmsGmMsAMAMGMCmUTCfAfUf SEQ ID NO: AmsAfsUmAMUMAfUMUmMCmA SEQID
2101 GmAmMA(moe)UmAmMUmMAmUm | 890_(CR01008 mUfGMAmMGFC(moe)UfUmCmG NO: 910
Um_(CR01008x3) X 3) msUmsAm )
RZ00 CmsGmsAMAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUmAMUMATUMT(moe)C SEQID
2102 GmAmMA(moe)UmAmUmMAmMUm 890_(CR01008 | mAMUfGMAMGfCmUfUmCmGm NO: 924
Um_(CR01008x3) X 3) sUmsAm )
RZ00 CmsGmsAMAMGMCmUfCFAfUf SEQ ID NO: AmsAfsUmMAMUMAFUMT (moe)C SEQID
2103 GmAMAMUMAmMUmMAmMT(moe) 891 (CR01008 | mAMUfGMAMGCmUfUmCmGm NO: 924
Um_(CR01008x3) X 3) sUmsAm )
RZ00 CmsAmsGmMAMGmMAmMATFAfUfUT SEQ ID NO: AmsUfsGmMUMAmMGTUMAMGmMA SEQID
2106 CmUmMAmMCmUmMAMCmAmUm_ | 892_(CR01008 mAfUmMUmMUfC(moe)UfCmUmG NO: 914
(CR01008x%3) X 3) msUmsAm )
RZ00 CmsAmsGmAmMGmMAmMAfAfUTUf SEQ ID NO: AmsUfsGmUmMAMGFUmMAMGmMA SEQID
2107 CmUmA(moe)CmUmAmMCmAm | 895_(CR01008 mAfUmUmUfC(moe)UfCmUmG NO: 914
Um_(CR01008x3) X 3) msUmsAm )
RZ00 | CmsAmsGMAmMGmMAmMAFfAFUfUf SEQ ID NO: AmsUfsGmUmMAmMGTUmMA(moe)G SEQID
2108 CmUmAMCmUmMAmMCmA(moe) | 896 (CR01008 | mAmAfUMUmMUfCmUfCmUmGm | NO: 925
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Um_(CR01008x3) X3) sUmsAm
RZ00 CmsAmsAMCmUmMCmAfCFCfUf SEQ ID NO: AmsUfsUmUmAMUfUmAmMCmA SEQID
2112 GmUmA(moe)AmUmAmMAmMAm | 905_(CR01008 mGfGMUmMGFA(moe)GFUmUmMG NO: 922
Um_(CR01008x3) X 3) msAmsUm )
RZ00 CmsAmsAmCmUmMCmAfCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUmMA(moe)C SEQ ID
2113 GmUmAmMAmMUmMAmMAmMA(moe) 906_(CR01008 MAMGFGMUMGFAMGFUMUMG NO: 926
Um_(CR01008x3) X 3) msAmsUm ’
RZ00 CmsAmsGmAMGmAmMAFAfUTUT SEQ ID NO: AmsUfsGmUMAMGFUMAmMGmMA SEQID
2115 CmUmAmMCmUmMAmMCmAmUm_ | 892_(CR01008 mAmMUfUmUfC(moe)UFfCmUmG NO: 927
(CR01008x%3) X 3) msUmsAm )
RZ00 AmsAmsAmMUmUmMCmUfATCTUfT SEQ ID NO: UmsAfsUmAMGmMAfUMGmMUmMA SEQID
2116 AmCmAmMUMCmUmAmMUmAm_ | 907_(CR01008 mGmUTfAMGFAMAfUMUmUmsC NO: 928
(CR01008x%3) X 3) msUm ’
RZ00 AmsAmsAmMUmUmMCmUTAFCUf SEQ ID NO: UmsAfsUmMAMGmMAfUMGmMUTA SEQID
2117 AmCmAmUMCmUmMAmMUmMAm_ | 907_(CR01008 | mGmUmAMGTA(moe)AfUmUmU NO: 929
(CR01008x%3) X 3) msCmsUm )
RZ00 AmsAmsAmMUmUmMCmUfATCTUT SEQ ID NO: UmsAfsUmAMGmMAfUMGmMUmMA SEQID
2118 AmCmAmMUMCmUmMAmMUmMAm_ | 907_(CR01008 mGmUFAMGFA(moe)AfUmUmU NO: 930
(CR01008x%3) X 3) msCmsUm )
RZ00 CmsGmsAMAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUmAmMUmMAfUMUmMCTAmM SEQID
2119 GmMAMAMUMAmMUMAmMUmMUm_ | 887_(CR01008 | UmGmAmMGFCmUfUmCmGmsUm NO- 931
(CR01008x%3) X 3) sAm ’
RZ00 CmsGmsAMAMGMCmUfCFAfUf SEQ ID NO: AmsAfsUmMAMUMAfUMUMCmMA SEQID
2120 GmAMAMUMAMUMAMUmMUm_ | 887_(CR01008 | mUmGFAMGFCmUfUmCmGmsU NO: 932
(CR01008x%3) X3) msAm ’
RZ00 CmsGmsAMAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUmAMUmMAfUMUmMCmA SEQ ID
2191 GmAMAMUMAMUmMAmMUmMUm_ | 887_(CR01008 mUmGFAMGFC(moe)UfUmCmG NO: 933
(CR01008x%3) X3) msUmsAm )
RZ00 CmsAmsAmMCmUMCmASfCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUMAMCfAmM SEQ ID
2122 GmUmAmMAMUMAMAmMAmUmM_ | 902_(CR01008 GmMGMUMGFAMGTUMUMGMSsA NO- 934
(CR01008x%3) X3) msUm ’
RZ00 CmsAmsAMCmUMCmASfCFCfUf SEQ ID NO: AmsUfsUmUmAMUfUmAmMCmA SEQID
2123 GmUmAmMAMUMAMAMAmMUmM_ | 902_(CR01008 | mGmGfUMGFAMGfUmUmMGMmsA NO: 935
(CR01008x%3) X 3) msUm )
RZ00 CmsAmsAmCmUmCmAFfCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUMAmMCmA SEQ ID
2194 GmUmAMAMUMAmMAmMAmUm_ | 902_(CR01008 mGmMGfUMGFA(moe)GfUmUmG NO: 936
(CR01008x%3) X 3) msAmsUm )
RZ00 CmsAMSGMAMGMAMAFfAfUfUf SEQ ID NO: AmsUfsGmUmMAMGTUMAMGTA SEQID
2195 CmUmAmMCmUmMAMCmAmMUm_ | 892_(CR01008 | mAmUmUmMUfCmUfCmUmGmsU NO: 937
(CR01008x%3) X 3) msAm )
RZ00 CmsAMSGMAMGMAMAFfAfUfUf SEQ ID NO: AmsUfsGmMUMAMGTUMAMGmMA SEQID
2126 CmUmMAMCmUmMAMCmAmMUm_ | 892_(CR01008 | mAmUfUmUfCmUfCmUmGmsU NO: 938
(CR01008x%3) X 3) msAm )
RZ00 AmsAmsAmUmUmCmUfAFCfUf SEQ ID NO: UmsAfsUmMAMGmMAfUMGmMUTA SEQID
2130 AmCmAmMUMCmUmMAmMUmMAm_ | 907_(CR01008 mGmMUMAMGFAMAfUmMUmUms NO: 939
(CR01008x%3) X 3) CmsUm ’
RZ00 GmsAmsGmAMAmMUmUGFCTUf SEQ ID NO: UmsUfsUmGmUmMATfUMGmMATFA SEQID
2131 UmCmAmMUmMAMCmAmMAmMAm_ | 897_(CR01008 | mGmCmAmMAfUmUfCmUmCmsC NO: 940
(CR01008x%3) X 3) msUm )
RZ00 GmsAmsGmAMAmMUmUGFCTUf SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAMmMA SEQID
2132 UmCmAmMUmMAmMCmAmMAmMAm_ | 897_(CR01008 mGMCFfAMAfUMUfCmUmMCmsC NO: 941
(CR01008x%3) X 3) msUm ’
RZ00 GmsAmsGmMAMAMUMUFGFCfUf SEQ ID NO: UmsUfsUmGmUmMAfUMGmMATFA SEQID
2133 UmCmAmMUmMAMCmAmMAmAm_ | 897_(CR01008 mGmMCmAmMAfU(moe)UfCmUmC NO: 942
(CR01008x%3) X 3) msCmsUm )
RZ00 | GmsAmsGmAmMAmUmUTGFCTUf SEQ ID NO: UmsUfsUmGmUmMAfUMGmAmMA SEQ ID
2134 | UmCmAmMUmMAMCmMAMAmMAmM 897 (CR01008 | mGmCfAmAfU(moe)UfCmUmCm | NO: 943
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\ \ (CR01008x3) ‘ ) ‘ sCmsUm

[00445] as an illustrative example, "SEQ ID NO: 892 _(CR01008x3)" indicates that the ligand
represented by formula (CR01008x%3) is conjugated to 3'-end of the sense strand as set forth in SEQ
ID NO: 892.

[00446] In some specific embodiments of the present disclosure, the conjugate comprises one or

more pairs of:

Pair Sense strand (5'-3") Antisense strand (5'-3")
RZ00 CmsGmsAMAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUMAMUMAfUMUmMCTAmM SEQID
2033 GmAMAMUMAMUmMAmMUmMUm_ | 887_(CR01008 | UmGMAMGfC(moe)UfUmCmGm NO: 908
(CR01008x%3) X 3) sUmsAm ’
RZ00 CmsAmsGmMAMGmMAmMATFAfUfUf SEQ ID NO: AmsUfsGmMUMAMGfUMAmMGTA SEQ ID
2050 CmUmMAMCmUmMAMCmAmMUm_ | 892_(CR01008 | mAmUmUmMUfC(moe)UfCmUmG NO: 912
(CR01008x%3) X 3) msUmsAm ’
RZ00 CmsAMsAMCmUMCmAFCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUMAmMCTAmM SEQID
2082 GmUmAmMAMUMAMAMAmMUmM_ | 902_(CR01008 | GmGmUMGFA(moe)GfFUmUmGm NO- 920
(CR01008x%3) X 3) sAmsUm ’
RZ00 CmsAmsGmAMGmMAmMAfFAfUfUf SEQ ID NO: AmsUfsGmMUMAMGTUMAMGmMA SEQID
2106 CmUmAmMCmUmMAmMCmAmUm_ | 892_(CR01008 mAfUmUmUfC(moe)UFfCmUmG NO: 914
(CR01008x%3) X 3) msUmsAm ’
RZ00 CmsAmsGmAMGmMAmMAFAfUTUT SEQ ID NO: AmsUfsGmMUMAMGTUMAMGmMA SEQID
2115 CmUmMAmMCmUmMAMCmAmUm_ | 892_(CR01008 mAmMUfUmUfC(moe)UFfCmUmG NO: 927
(CR01008x%3) X 3) msUmsAm ’
RZ00 AmsAmsAmMUmUmMCmUfATCTUT SEQ ID NO: UmsAfsUmAMGmMAfUMGmMUmMA SEQID
2116 AmCmAmMUMCmUmAmMUmMAm_ | 907_(CR01008 mGMUFAMGFAMATUMUmMUmMsC NO- 928
(CR01008x%3) X3) msUm ’
RZ00 AmsAmsAmUmUmMCmUTAfCfUf SEQ ID NO: UmsAfsUmAmMGmMAfUMGmUTA SEQID
2117 AmCmAmMUMCmUmMAMUmMAm_ | 907_(CR01008 | mGmUmAMGFA(moe)AfUmUmU NO: 929
(CR01008x%3) X3) msCmsUm ’
RZ00 AmsAmsAmUmUmCmUfAFCfUf SEQ ID NO: UmsAfsUmAMGmMAfUMGmUmMA SEQ ID
2118 AmCmAmMUMCmUmAmMUmMAm_ | 907_(CR01008 mGmUFAMGFA(moe)AfUmUmU NO: 930
(CR01008x%3) X 3) msCmsUm ’
RZ00 CmsGmsAMAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUmMAMUMAfUmMUmMCTAm SEQ ID
2119 GmMAMAMUMAmMUMAMUmMUmM_ | 887_(CR01008 | UmGmAmMGFCmUfUmCmGmsUm NO- 931
(CR01008x%3) X3) SAm ’
RZ00 CmsGMsAMAMGMCmUTCfAfUf SEQ ID NO: AmsAfsUmAMUMAfUMUmMCmA SEQID
2120 GmAmMAMUMAmMUmMAmUmUm_ | 887_(CR01008 mUmMGFAMGFCmUfUmCmGmsU NO: 932
(CR01008x%3) X3) msAm )
RZ00 CmsGmsAMAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUmAMUmMAfUMUmMCmA SEQ ID
2121 GmAmMAMUMAmMUmMAmUmUm_ | 887_(CR01008 mUmGFAMGTC(moe)UfUmCmG NO: 933
(CR01008x%3) X 3) msUmsAm ’
RZ00 CmsAmsAMCmUMCmASFCFCTUf SEQ ID NO: AmsUfsUmUmAmMUfUmAmMCTAmM SEQ ID
2192 GmUmAMAMUMAmMAmMAmUm_ | 902_(CR01008 GmMGMUMGFAMGfUMUMGmSsA NO: 934
(CR01008x%3) X 3) msUm )
RZ00 CmsAMsAMCmUMCmAFCfCfUf SEQ ID NO: AmsUfsUmUmAMUfUmMAmMCmA SEQID
2123 GmUmAmMAMUmMAmMAmMAmUm_ | 902_(CR01008 mGmMGfUMGFAMGFUmMUmMGmsA NO: 935
(CR01008x%3) X 3) msUm ’
CmsAmsAMCmUMCmASFCfCfUf AmsUfsUmUmAmMmUfUmAmMCmA
I;fgf GmUmAmMAmMUmMAmMAmMAmMmUmM_ 9ng (%(I:E{)ONlooos mGmMGfUMGFA(moe)GFUmUmMG S(E)QS;?E%
(CR01008x%3) - msAmsUm )
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X3)
RZ00 CmsAMsSGMAMGmMAMAfAfUfUf SEQ ID NO: AmsUfsGmUmMAMGTUMAMGTA SEQID
2195 CmUmMAMCmUmMAMCmAmMUmM_ | 892_(CR01008 | mAmUmUmUfCmUfCmUmGmsU NO: 937
(CR01008x%3) X 3) msAm )
RZ00 CmsAmsGmMAMGmMAmMAfFAfUfUf SEQ ID NO: AmsUfsGmMUmMAmMGfUMAMGmA SEQ ID
2126 CmUmAmMCmUmMAmMCmAmMUm_ | 892_(CR01008 mAMUfUmUfCmUfCmUmGmsU NO: 938
(CR01008x%3) X 3) msAm ’
RZ00 AmsAmsAmMUmUmMCmUfATCTUfT SEQ ID NO: UmsAfsUmAmMGmMAfUMGmUTA SEQID
2130 AmCmAmMUMCmUmMAmMUmMAm_ | 907_(CR01008 mGmMUMAMGFAMAfUmUmUms NO: 939
(CR01008x3) X 3) CmsUm '
RZ00 GmsAmsGmAMAmMUmUGFCTUf SEQ ID NO: UmsUfsUmGmUmMATfUMGmMATFA SEQID
2131 UmCmAmMUMAMCmMAmMAmMAm_ | 897_(CR01008 | mGmCmAmMAfUmUfCmUmCmsC NO: 940
(CR01008x%3) X 3) msUm ’
RZ00 GmsAMsSGMAMAMUMUFGFCTUf SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAMmMA SEQID
2132 UmCmAmMUMAmMCmAmMAmMAm_ | 897_(CR01008 mGMCFfAMAfUMUfCmUmMCmsC NO: 941
(CR01008x%3) X 3) msUm ’
RZ00 GmsAmsGmAMAmMUmUGFCTUf SEQ ID NO: UmsUfsUmGmUmMATfUMGmMATFA SEQID
2133 UmCmAmMUmMAMCmAmMAmAm_ | 897_(CR01008 mGmMCmAmMAfU(moe)UfCmUmC NO: 942
(CR01008x%3) X 3) msCmsUm )
RZ00 GmsAmsGmAMAmMUmUGFCTUf SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAmMA SEQID
2134 UmCmAmMUMAmMCmMAmMAmMAm_ | 897_(CR01008 | mGmCfAmMAfU(moe)UfCmUmCm NO- 943
(CR01008x%3) X 3) sCmsUm ’

[00447] as an illustrative example, "SEQ ID NO: 892 _(CR01008x3)" indicates that the ligand
represented by formula (CR01008x%3) is conjugated to 3'-end of the sense strand as set forth in SEQ
ID NO: 892.

[00448] In some specific embodiments of the present disclosure, the conjugate comprises:

Pair Sense strand (5'-3") Antisense strand (5'-3")

RZ00 CmsAMsGMAMGMAmMAfAfUfUf SEQ ID NO: AmsUfsGMUMAMGTUMAMGMA SEQID

2106 CmUmAmMCmUmMAmMCmAmUm_ | 892_(CR01008 mAfUmUmUfC(moe)UfCmUmG NO: 914
(CR01008x%3) X 3) msUmsAm )

[00449] wherein, "SEQ ID NO: 892_(CR01008x3)" indicates that the ligand represented by
formula (CR01008x3) is conjugated to 3'-end of the sense strand as set forth in SEQ ID NO: 892.

[00450] In a fourth aspect, the present disclosure provides a use of the double-stranded
oligonucleotide according to the first aspect, and/or the double-stranded oligonucleotide according
to the second aspect, and/or the conjugate according to the third aspect, in the manufacture of a

medicament for ameliorating, preventing and/or treating a disease or disorder mediated by C3 gene.

[00451] In some optional embodiments of the present disclosure, the disease or disorder mediated

by C3 gene includes but is not limited to IgA nephropathy, atypical hemolytic uremic syndrome
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(aHUS), paroxysmal nocturnal hemoglobinuria (PNH), C3 glomerulopathy, lupus nephritis, and

membranous nephropathy.

[00452] In a fifth aspect, the present disclosure provides a pharmaceutical composition
comprising the double-stranded oligonucleotide according to the first aspect, and/or the double-
stranded oligonucleotide according to the second aspect, and/or the conjugate according to the third

aspect.

[00453] In some optional embodiments of the present disclosure, the pharmaceutical composition

further comprises one or more pharmaceutically acceptable excipients or adjuvants.

[00454] In the present disclosure, a "pharmaceutical composition™” may refer to one for use in the
treatment of a disease, or for use in in vitro cell culture experiments. When used for the treatment
of a disease, the term "pharmaceutical composition” usually refers to a unit dosage form, and can
be prepared by any of the methods well known in the pharmaceutical art. The methods include the
step of bringing an active ingredient into association with an excipient which constitutes one or
more accessory ingredients. Generally, compositions are prepared by uniformly and intimately
bringing an active siRNA into association with a liquid excipient, a finely divided solid excipient,
or both.

[00455] In the present disclosure, the term "pharmaceutically acceptable” means that a substance
or composition must be chemically and/or toxicologically compatible with the other ingredients
comprising a formulation and/or the mammal to be treated therewith. Preferably, "pharmaceutically
acceptable" as described in the present disclosure refers to what is approved by a federal regulatory
agency or a national government or listed in the U.S. Pharmacopeia or other generally recognized

pharmacopeia for use in animals, and more particularly in humans.

[00456] In the present disclosure, the term "pharmaceutically acceptable excipient” include any
solvents, solid excipients, diluents, or other liquid excipients, and the like, that are suitable for a
particular target dosage form. The use of any conventional excipient is contemplated herein, except
to the extent that such excipients are incompatible with an siRNA of the present disclosure, for
example, by producing any undesirable biological effect or interacting in a deleterious manner with

any other component of the pharmaceutically acceptable composition.

[00457] The use of any conventional excipient is contemplated herein, except to the extent that
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such excipients are incompatible with an siRNA of the present disclosure, for example, by
producing any undesirable biological effect or interacting in a deleterious manner with any other

component of the pharmaceutically acceptable composition.

[00458] The pharmaceutical compositions of the present disclosure include formulations suitable
for parenteral administration. The formulations may conveniently be presented in unit dosage form
and may be prepared by any of the methods well known in the art of pharmacy. The amount of an
active ingredient that can be combined with excipient materials to produce a single dosage form

will generally be that amount of the siRNA which produces a therapeutic effect.

[00459] In a sixth aspect, the present disclosure provides a medicament, wherein the medicament

comprises the pharmaceutical composition according to the fifth aspect.

[00460] In a seventh aspect, the present disclosure provides a medicament combination,

comprising the medicament according to the sixth aspect and any other active ingredient.

[00461] In an eighth aspect, the present disclosure provides a kit comprising the double-stranded
oligonucleotide according to the first aspect, and/or the double-stranded oligonucleotide according
to the second aspect, and/or the conjugate according to the third aspect, and/or the pharmaceutical
composition according to the fifth aspect, and/or the medicament according to the sixth aspect,

and/or the medicament combination according to the seventh aspect.

[00462] In a ninth aspect, the present disclosure provides a method for inhibiting expression of
C3 gene, comprising administering to a subject in need thereof the double-stranded oligonucleotide
according to the first aspect, and/or the double-stranded oligonucleotide according to the second
aspect, and/or the conjugate according to the third aspect, and/or the pharmaceutical composition
according to the fifth aspect, and/or the medicament according to the sixth aspect, and/or the

medicament combination according to the seventh aspect.

[00463] In some specific embodiments of the present disclosure, the present disclosure provides
a method for inhibiting C3 gene expression in a cell in vitro, comprising contacting the cell with
the double-stranded oligonucleotide according to the first aspect, and/or the double-stranded
oligonucleotide according to the second aspect, and/or the conjugate according to the third aspect,
and/or the pharmaceutical composition according to the fifth aspect, and/or the medicament
according to the sixth aspect, and/or the medicament combination according to the seventh aspect.
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[00464] In some optional embodiments of the present disclosure, the inhibition of the expression
of the C3 gene is that the cell is maintained for a time sufficient to obtain degradation of the mRNA
transcript of the C3 gene.

[00465] More practically, in a tenth aspect of, the present disclosure provides a method for
ameliorating, treating and/or preventing a disease or disorder mediated by C3 gene, comprising
administering the double-stranded oligonucleotide according to the first aspect, and/or the double-
stranded oligonucleotide according to the second aspect, and/or the conjugate according to the third
aspect, and/or the pharmaceutical composition according to the fifth aspect, and/or the medicament
according to the sixth aspect, and/or the medicament combination according to the seventh aspect,

to a subject in need thereof.
[00466] In some specific embodiments of the present disclosure, the subject is a human.

[00467] In some specific embodiments of the present disclosure, the medicament is administered

at a dose of 0.01 mg/kg to 10 mg/kg, or 0.5 mg/kg to 50 mg/kg.

[00468] In some specific embodiments of the present disclosure, the mode of administration of

the medicament includes subcutaneous administration or intravenous administration.

[00469] In some specific embodiments of the present disclosure, the disease or disorder mediated

by C3 gene is associated with the mRNA expression level of C3 gene.

[00470] Insome specific embodiments of the present disclosure, the disease or disorder is selected
from IgA nephropathy, atypical hemolytic uremic syndrome, paroxysmal nocturnal

hemoglobinuria (PNH), C3 glomerulopathy, lupus nephritis and membranous nephropathy.

[00471] The double-stranded oligonucleotides or conjugates thereof provided by the present
disclosure significantly inhibit C3 gene mRNA expression in HepG2 cells, significantly inhibit C3
gene mRNA expression in animals, significantly reduce the protein level of the C3 gene in the
serum of Macaca fascicularis and the inhibitory effect lasts until day 42, significantly inhibit the
alternative complement pathway in the serum of Macaca fascicularis but has no effect on the
classical complement pathway in the serum, reduce C3 gene mRNA and protein levels in CFA-IgA
mice, reduce C3 deposition in renal tissue and improve the disease course in patients with C3
deposition in renal tissue, and no significant abnormalities are observed in animal hematology and

blood biochemistry. The double-stranded oligonucleotide or a conjugate thereof provided by the
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present disclosure is useful for alleviating, preventing, and/or treating a disease or disorder

mediated by C3 gene.

BRIEF DESCRIPTION OF DRAWINGS

[00472] FIG. 1 shows the inhibitory activity on C3 mRNA in BALB/c-HDI mice after

administration of the sSiRNA conjugate as described in Example 2;

[00473] FIG. 2 shows representative histopathological images (H&E staining, 200x magnification)

for each experimental group in Example 3;

[00474] FIG. 3 shows the inhibitory activity on C3 mRNA in HepG2 cells after administration of

the siRNA conjugate as described in Example 4;

[00475] FIG. 4 shows the inhibitory activity on C3 mRNA in the liver of Macaca fascicularis after

administration of the sSiRNA conjugate as described in Example 5;

[00476] FIG. 5 shows the change in the C3 protein level in the serum of Macaca fascicularis after

administration of the siRNA conjugate as described in Example 6;

[00477] FIG. 6 shows the change in the activity of the alternative complement pathway in the
serum of Macaca fascicularis after administration of the sSiRNA conjugate as described in Example
7;

[00478] FIG. 7 shows the change in the activity of the classical complement pathway in the serum

of Macaca fascicularis after administration of the siRNA conjugate as described in Example 7;

[00479] FIG. 8 shows the inhibitory activity on the target gene in the liver of CFA-hlgA mice after

administration of the sSiRNA conjugate as described in Example 8;

[00480] FIG. 9 shows the change in the C3 protein level in the serum of CFA-hlgA mice after

administration of the siRNA conjugate as described in Example 8; and

[00481] FIG. 10 shows the change in C3 deposition in the kidneys of CFA-hIgA mice after

administration of the sSiRNA conjugate as described in Example 8.

DETAILED DESCRIPTION
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[00482] The present disclosure provides a double-stranded oligonucleotide for inhibiting C3 gene
expression, a conjugate thereof, and uses thereof. A person skilled in the art can implement the
present disclosure by referring to the content herein and appropriately modifying the process
parameters. It is to be noted that all similar substitutions and modifications are obvious to a person
skilled in the art and are considered to be included in the present disclosure. The methods and
applications of the present disclosure have been described through preferred embodiments, and a
person skilled in the art can obviously make modifications or appropriate changes and
combinations to the methods and applications described herein without departing from the content,
spirit, and scope of the present disclosure to realize and apply the technology of the present

disclosure.

[00483] Term Explanation

[00484] In the present disclosure, the term "comprising™ or "including” is an open-ended
expression, meaning that it specifies certain contents described in the present disclosure, but does

not exclude the presence of other, unlisted contents.

[00485] In the present disclosure, the terms "optionally”, "optional”, or "option” generally refer to
an event or condition that is subsequently described that may or may not occur, and this description

includes instances in which the event or condition occurs and instances in which it does not.

[00486] In the present disclosure, the term "small interfering RNA (siRNA)" is a double-stranded
RNA of 17 to 25 nucleotides in length, comprising a sense strand and an antisense strand. An sSiRNA
mediates target cleavage of an RNA transcript via the RISC pathway by forming an RNA-induced
silencing complex (RISC). Specifically, an siRNA directs sequence-specific degradation of an
mMRNA through the known RNA interference (RNAI) process, thereby inhibiting the translation of
the mRNA into amino acids and its conversion into a protein. For example, an siRNA can regulate

(e.g., inhibit) the expression of C3 in a cell.

[00487] In the present disclosure, the term "antisense strand (or guide strand)" includes a region
that is substantially complementary to a target sequence, such as the mRNA of C3. The "sense
strand (or passenger strand)" refers to a SiRNA strand that contains a sequence substantially
complementary to the antisense strand. The term "substantially complementary™ means fully

complementary or at least partially complementary, for example, the antisense strand is fully
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complementary or at least partially complementary to the target sequence. In the case of partial
complementarity, mismatches can be present within the internal or terminal regions of the molecule,
wherein the most tolerated mismatches are present within the terminal regions, for example, within
5, 4, 3, or 2 nucleotides of the 5'-end and/or 3'-end of the siRNA.

[00488] It should be noted that an antisense strand being "at least partially substantially
complementary™ to an mMRNA means that the antisense strand has a polynucleotide that is
substantially complementary to a contiguous portion of an mRNA of interest (e.g., an mRNA
encoding C3). Alternatively, the antisense strand is complementary to at least a portion of the
mRNA of C3 if a polynucleotide is substantially uninterruptedly complementary to a portion of the
mRNA encoding C3.

[00489] In the present disclosure, the term "target sequence” refers to a contiguous portion of the
nucleotide sequence of an mRNA molecule formed during the transcription of the C3 gene,
including an mRNA that is a product of RNA processing of a primary transcript. C3 can be within

a cell, for example, a cell in a subject.

[00490] In the present disclosure, the term “substantially complementary™ means that the sense
strand and the antisense strand have no more than 3 nucleotide mismatches, no more than 2
nucleotide mismatches, or no more than 1 nucleotide mismatch in the duplex region, for example,
3 nucleotide mismatches, 2 nucleotide mismatches, 1 nucleotide mismatch, or 0 nucleotide

mismatches.

[00491] In the present disclosure, the terms "nucleotide difference™ and "nucleotide base
difference” are used interchangeably. A "nucleotide difference” exists between one nucleotide
sequence and another nucleotide sequence when the type of base of the nucleotide at the same
position has changed in the former compared to the latter. For example, when a nucleotide base at
a certain position in the latter is A, and the corresponding nucleotide base at the same position in
the former is U, C, G, or T, it is considered that a nucleotide difference exists between the two
nucleotide sequences at that position. In some embodiments, when a nucleotide at the original
position is replaced by an abasic nucleotide or an equivalent thereof, a nucleotide difference can
also be considered to have been created at that position.

[00492] In the present disclosure, the term "overhang" refers to at least one unpaired nucleotide
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that protrudes from the double-helical structure of a double-stranded oligonucleotide, and also
refers to the nucleotide sequence in a sSiRNA structure other than the duplex region. For example,
when the 3'-end of one strand in the sense strand and/or the antisense strand extends beyond the 5'-
end of the other strand, or when the 5'-end of one strand in the sense strand and/or the antisense
strand extends beyond the 3'-end of the other strand, a nucleotide overhang is present. The overhang
may comprise at least one nucleotide, at least two nucleotides, at least three nucleotides, at least
four nucleotides, at least five nucleotides, or more nucleotides. The nucleotide overhang may
comprise or be composed of nucleotides or nucleoside analogs, including deoxynucleotides and
deoxynucleosides. The overhang can be located on the sense strand, the antisense strand, or any
combination thereof. In addition, the nucleotides of the overhang can appear at the 5'-end, the 3'-

end, or both ends of the antisense or sense strand.

[00493] In the present disclosure, the term "DEPC H20" is ultrapure water (Type | water) that has
been treated with diethyl pyrocarbonate (DEPC) and sterilized by high-temperature, high-pressure

autoclaving.

[00494] In the present disclosure, the term "subject"” refers to any animal being examined, studied,
or treated, and is not intended to limit the present disclosure to any particular type of subject. In
some embodiments of the present disclosure, a human is a preferred subject, while in other
embodiments, a non-human animal is a preferred subject, including but not limited to a mouse,

monkey, ferret, cow, sheep, goat, pig, chicken, turkey, dog, cat, horse, and reptile.

[00495] In the present disclosure, the term "inhibiting the expression of C3 gene" refers to any
level of inhibition of the C3 gene expression, for example, at least partial inhibition of C3 gene
expression, such as inhibition of at least about 20%, at least about 25%, at least about 30%, at least
about 35%, at least about 40%, at least about 45%, at least about 50%, at least about 55%, at least
about 60%, at least about 65%, at least about 70%, at least about 75%, at least about 80%, at least
about 85%, at least about 90%, at least about 91%, at least about 92%, at least about 93%, at least
about 94%, at least about 95%, at least about 96%, at least about 97%, at least about 98%, or at
least about 99%. Herein, the expression of the C3 gene can be evaluated based on the level of any
variable associated with C3 gene expression, for example, the mRNA level or protein level of C3.
Inhibition can be evaluated by a decrease in the absolute or relative level of one or more of these

variables compared to a control level. A control level can be any type of control level utilized in
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the art, for example, a baseline level before administration, or a level determined from a similar
subject, cell, or sample that was not treated or was treated with a control (e.g., a buffer-only control
or an inactive agent control).

[00496] In the present disclosure, unless otherwise specified, the siRNA sequences were
synthesized by Kunshan Aotai Biotechnology Co., Ltd.; the PCR primers were synthesized by
Sangon Biotech (Shanghai) Co., Ltd.; the human liver cancer HepG2 cells were purchased from
Wuhan Procell Life Science & Technology Co., Ltd.; the experimental animal BALB/c mice were
purchased from Zhejiang Vital River Laboratory Animal Technology Co. Ltd.; the CFA-hIgA
nephropathy model mice were constructed by Peking University First Hospital; and the healthy

Macaca fascicularis were purchased from Guangzhou Landao Biotechnology Co., Ltd.

[00497] In the present disclosure, unless otherwise specified, the base compositions and
modifications are represented as follows: capital letters A, U, G, C, and T represent the base
composition of the nucleotides, respectively; a lowercase letter m indicates that the nucleotide
immediately to the left of the letter m is a 2'-O-methyl modified (alsonamed: 2'-methoxy modified)
nucleotide; a lowercase letter f indicates that the nucleotide immediately to the left of the letter f is
a 2'-fluoro modified nucleotide; a lowercase letter d indicates that the nucleotide immediately to
the left of the letter d is a 2'-deoxy modified ribonucleic acid (also named: deoxyribonucleic acid);
(moe) indicates that the nucleotide immediately to the left of the combination identifier (moe) is a
2'-O-methoxyethyl modified nucleotide; and a lowercase letter s indicates a phosphorothioate

linkage between the two nucleotides immediately adjacent to the left and right of the letter s.

[00498] In the present disclosure, unless otherwise specified, the Real-time PCR detection data of
the in vivo activity experiments described herein were subjected to relative quantification of the
target gene mRNA in each test group using the AACt method. The calculation method is

summarized as follows:

[00499] ACt (test group) = Ct (target gene in the test group) — Ct (internal reference gene in the
test group)

[00500] ACt (control group) = Ct (target gene in the control group) — Ct (internal reference gene
in the control group)

[00501] AACt (test group) = ACt (test group) - average ACt (control group)
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[00502] AACt (control group) = ACt (control group) - average ACt (control group)

[00503] The mRNA expression level of the target gene in the test group is normalized with the
control group as the baseline, and the remaining mRNA expression level of the target gene in the

control group is defined as 100%.

[00504] Relative remaining mRNA expression level of the target gene in the test group = 2-44Ct (test
grour) x 100%

[00505] mRNA inhibition rate of the target gene in the test group = 100% - relative remaining

MRNA expression level of the target gene in the test group

[00506] For the C3 protein detection data at different time points in the in vivo activity

experiments of the present disclosure, the calculation formula is:

Relative remaining expression level of C3 protein = ——————— x 100%
Pre — dose
[00507] wherein, "pre-dose™ represents the C3 protein concentration in the serum before
administration, and "Dx" represents the C3 protein concentration in the serum on day x after

administration.

[00508] For the CCP and CAP activity detection data at different time points in the in vivo activity

experiments of the present disclosure, the calculation formula is:

Dx
Relative remaining activity of CAP or CCP = ——— %< 100%
Pre — dose
[00509] wherein, pre-dose represents the CCP activity or CAP activity in the serum before
administration, and Dx represents the CCP activity or CAP activity in the serum on day x after

administration.

[00510] In the present disclosure, unless otherwise specified, the in vivo activity experimental
data are expressed as mean + SD (X = STDEV), and the experimental data were all plotted and

analyzed using GraphPad Prism 8.0 software.

[00511] In the present disclosure, unless otherwise specified, the proportions of the reagents are

calculated by volume ratio (v/v).
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[00512] Unless otherwise specified, the reagents used in the preparation of the compounds in the

present disclosure were purchased from Beijing Ouhe Technology Co., Ltd., and information of the

main reagents is shown in Table 1.

[00513] Table 1: Main reagents

Reagent Name Abbreviation CAS No.
Lithium aluminum hydride (LiAlH4) - 16853-85-3
Wet palladium on carbon (10 wt%) Pd/C -
Palladium hydroxide on carbon (10 wt%) Pd(OH)./C -
O-Benzotriazole-N,N,N',N'-tetramethyluronium HBTU 94790-37-1
hexafluorophosphate
O-(7-Azabenzo_tr|azol-1-y|)-N,N,N ,N'- HATU 148893-10-1
tetramethyluronium hexafluorophosphate
4,4'-Dimethoxytrityl chloride / 4,4'-
Dimethoxytriphenylchloromethane DMTCI 40615-36-9
bis(diisopropylamino)(2-cyanoethoxy)phosphine - 102691-36-1
4,5-Dicyanoimidazole DCI 1122-28-7
4-Dimethylaminopyridine DMAP 1122-58-3
Amino-CPG (Aminoalkyl-CPG, Model: C3006-1000) HzNWO CPG -
4M Hydrochloric acid in 1,4-dioxane solution - -
trans-4-(Boc-amino)cyclohexanecarboxaldehyde - 181308-57-6
N-Benzyloxycarbonyl-4-aminobutanoic acid - 5105-78-2

5-[[(2R,3R,4R,5R,6R)-3-Acetamido-4,5-diacetoxy-6-
(acetoxymethyl)2-tetrahydropyranyl]oxy]pentanoic acid

Compound 4

1159408-54-4

[00514] wherein, CPG represents a Controlled Pore Glass support.

[00515] Unless otherwise specified, the reagents, consumables, instruments, and equipment used

in the biological detection experiments in the present disclosure are all commercially available

products. The main reagents and consumables and their sources are shown in Table 2, and the main

instruments and equipment and their sources are shown in Table 3.

[00516] Table 2: Main reagents and consumables

Name Manufacturer
Opti-MEM GENOM Bio
MEM Medium Gibco
FBS Gibco
Penicilin-streptomycin HyClone
Trypsin Gibco
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Power SYBR Green RNA-to-CT™ 1-Step

Thermo Fisher

Zhongke Maichen

1xPBS (Beijing) Technology Co., Ltd.
. Zhongke Maichen
DMEM Medium (Beijing) Technology Co., Ltd.
Opti-MEM™ Medium Gibco
Serum Sigma
. Zhongke Maichen
Trypsin

(Beijing) Technology Co., Ltd.

Penicilin-streptomycin

BBI

Lipofectamine RNAiMax

Invitrogen

Nucleic Acid Extraction/Purification Kit

Zhejiang Hanwei
Technology Co Itd

RevertAid First Strand cDNA Synthesis Kit

Thermo Fisher Scientific

TagMan Fast Advanced Master Mix

Thermo Fisher Scientific

SYBR Select Master Mix

Thermo Fisher Scientific

Hanwei RNA Extraction Kit

Zhejiang Hanwei
Technology Co Itd

RNALater™

Thermo Fisher Scientific

Ambion® RNAlater®

Invitrogen

Human Complement C3 ELISA Kit

Hycult Biotech

WIESLAB® Complement System Alternative

Pathway - RUO IBL America
WIESLAB® Complement System Classical ,
Pathway- RUO IBL America
[00517] Table 3: Main instruments and equipment
Name Manufacturer
Automatic Nucleic Acid Extractor Zhejiang Hanwei Technology Co Itd
High-Speed Refrigerated Centrifuge Eppendorf

CO: Incubator

Thermo Fisher Scientific

Biosafety Cabinet

Shanghai Lishen

Constant Temperature Water Bath

Shanghai Boxun

Automatic Cell Counter

Shanghai Ruiyu

Inverted Microscope Olympus
NANODROP OneC Thermo Fisher Scientific
Gradient PCR Thermal Cycler Eppendorf
CFX Opus 384 Bio-Rad
LightCycler 480 Roche

Gel Imaging System

Shanghai Tanon Life Science Co.,Ltd.

Electrophoresis System

BENING LIUYI BIOTECHNOLOGY
CO.,LTD.
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Tissuelyser Il Automatic Tissue Homogenizer | Shanghaijingxin Experimental Technology
Real-Time Quantitative PCR System Roche
. . JINHUA YIDI MEDICAL APPLIANCE
Paraffin Microtome CO.LTD.
Tissue Processor Leica
Automatic Biological Tissue Embedding System JINHUA YIDI 'C\:/IgDngéL APPLIANCE
Automatic Modular Hematology and Body Fluid SYSMEX
Analyzer

[00518] The raw materials and reagents used for the double-stranded oligonucleotide for

inhibiting C3 gene expression, the conjugate thereof, and the use thereof provided by the present

disclosure are all commercially available.

[00519] The present disclosure is further described below in conjunction with examples:

Preparation of compounds

Preparation Example 1: Preparation of Compound CR01008 and Compound CR01008Z

[00520] (1.1) Synthesis of Compound CR01008

[00521] In this preparation example, the synthetic route for compound CR01008 was:
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AcO,, __NHA
AcO_ o O/\/\AOH
4
HCHo/koH HO Molecular Weight: 447.44
7 ‘'"NHBoc —— NHBoc — HO NH, HCI
o HO HBTU/DIEAIDMF

OH

1 2 3
Molecular Weight: 227.30 Molecular Weight: 259.35 Molecular Weight: 195.69
OAc HO OAC DMTrO
AcO,, _~_NHAc OH AcO,,_~_NHAC
(\/E o) DMTICI (I o
—_—
ACO_ o O/\/\)LN Pyridine AcO__. o OMN“' OH
H 6 H
Molecular Weight: 588.65 Molecular Weight: 891.02
CN
(o
/
N—R
\ ﬂN
. OAc DMTrO, o
Molecular Weight: 285.42 ACO/«(INHAC o OI
- /
AcO_~ Wﬁ O-R
DCI/IDCM NG g N \N{
croigos M ﬂ
Molecular Weight: 1091.25

[00522] (1.1.1) Synthesis of compound 2

[00523] Compound 1 (trans-4-(Boc-amino)cyclohexanecarboxaldehyde, 10.0 g, 1.0 eq) and an
aqueous formaldehyde solution (8.9 g, 37 %, 2.4 eq) were dissolved in 33 mL of methanol. 13 mL
of an aqueous KOH solution with a concentration of 45.3 % was added dropwise. After the addition
was completed, the mixture was stirred and reacted at 25°C for 30 min, heated to 60°C, and reacted
under reflux at 60°C for 2 h. After the reaction was completed, the reaction solution was cooled to
room temperature and then evaporated to dryness under reduced pressure and a white solid crude
product was obtained. A small amount of water was added to the crude product to form a slurry,
which was then filtered, and compound 2 (9 g, yield 78.9%) was obtained as a white solid. MS-
ESI (m/z) = 260 [M+H]*.

[00524] (1.1.2) Synthesis of compound 3

[00525] Compound 2 (9 g, 1 eq) prepared according to step (1.1.1) was dissolved in 70 mL of 1,4-
dioxane. A solution of hydrogen chloride in 1,4-dioxane (45 mL, 4 M) was added, and the mixture
was stirred and reacted at 25°C for 1 hour. After the reaction was completed, the reaction solution
was evaporated to dryness under reduced pressure, and compound 3 (6.8 g, yield 100%) was

obtained as a white solid.
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[00526] (1.1.3) Synthesis of compound 5

[00527] Compound 3 (1.8 g, 2.0 eq) prepared according to step (1.1.2), compound 4 (5-
[[(2R,3R,4R,5R,6R)-3-acetamido-4,5-diacetoxy-6-(acetoxymethyl)2-
tetrahydropyranyl]oxy]pentanoic acid, 2.1 g, 1.0 eq), and DIEA (N,N-diisopropylethylamine, 3.5
g, 6.0 eq) were dissolved in 15 mL of DMF. HBTU (1.9 g, 1.1 eq) was added, and the mixture was
stirred and reacted at 25°C for 3 h under an N, atmosphere. After the reaction was completed, the
reaction solution was evaporated to dryness under reduced pressure and purified by reverse-phase
chromatography (using a 22 vol% aqueous acetonitrile solution). Compound 5 (1.78 g, yield 64.4%)
was obtained as a white solid. MS-ESI (m/z) = 589 [M+H]".

[00528] (1.1.4) Synthesis of compound 6

[00529] Compound 5 (1.54 g, 1.0 eq) prepared according to step (1.1.3) was dissolved in 15 mL
of pyridine. The reaction system was cooled to 0°C with an ice-water bath, and DMTrCI (4,4'-
dimethoxytrityl chloride, 1.32 g, 1.5 eq) was added at 0°C. The mixture was reacted at 25°C for 3
h, and the reaction was quenched by adding 15 mL of methanol to the reaction solution. After the
reaction was completed, the reaction solution was evaporated to dryness under reduced pressure
and the residue was purified by reverse-phase chromatography (using a 60 vol% aqueous solution
of acetonitrile). Compound 6 (1 g, yield 42.7%) was obtained as a yellow solid. MS-ESI (m/z) =
891 [M+H]".

[00530] (1.1.5) Synthesis of compound CR01008

[00531] Compound 6 (1.08 g, 1.0 eq) prepared according to step (1.1.4) was dissolved in 20 mL
of anhydrous dichloromethane. DCI (115 mg, 0.8 eq) and compound 7 (bis(diisopropylamino)(2-
cyanoethoxy)phosphine, 732 mg, 2.1 eq) were added respectively. The atmosphere was purged
with nitrogen 3 times, and the mixture was stirred and reacted at 25°C for 2 h. After the reaction
was completed, 20 mL of a saturated aqueous sodium bicarbonate solution was added to the
reaction solution, and the mixture was extracted 3 times with 20 mL of dichloromethane (3x20
mL). The organic phases were combined and evaporated to dryness under reduced pressure, and
the residue was purified by reverse-phase chromatography (using a 72 vol% aqueous acetonitrile
solution), and then dried under vacuum for 12 h. Compound CR01008 (1 g, yield 76.0%) was
obtained as a white powder. MS-ESI (m/z) = 1091 [M+Na]".
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[00532] 1H NMR (400 MHz, DMSO-d6) 5 1.05 (d, J = 6.7 Hz, 6H).1.14 (d, ] = 6.7 Hz, 6H), 1.37
~1.17 (m, 5H), 1.60 — 1.40 (m, 6H),1.68 — 1.62 (m, 1H),1.80 (s, 3H),1.80 (s, 3H),1.92 (s, 3H), 2.02
(s, 5H),2.13 (s, 3H),2.71 (t, J = 5.9 Hz, 2H), 2.79 (d, J = 8.4 Hz, 1H), 2.87 (d, J = 8.4 Hz, 1H),3.36
(s, 1H), 3.58 — 3.39 (m, 3H), 3.69 — 3.60 (M, 2H), 3.75 (s, 7H), 3.90 (dt, J = 11.2, 8.8 Hz, 1H), 4.05
(s, 3H),4.51 (d, J = 8.4 Hz, 1H), 4.99 (dd, J = 11.3, 3.4 Hz, 1H), 5.24 (d, J = 3.4 Hz, 1H), 5.78 (s,
1H), 6.93 - 6.87 (M, 4H),7.35 - 7.21 (m, 7H), 7.44 — 7.37 (m, 2H), 7.66 (d, J = 7.8 Hz, 1H),
7.84 (d, J = 9.2 Hz, 1H).

[00533] (1.2) Synthesis of Compound CR01008Z

OAc DMTrO

ACO“'(INHAC o o
. e~ [ I
AcO__. o o ”
NH
© 0
CR010082 CPG

[00534] In this preparation example, the synthetic route for compound CR01008Z was:

=
QAC DMTrO 8 QAC DMTrO
AcO,,_(jNHAc o Molecular Weight: 100.07 AcO/,_(iNHAc o 0
. W\)L v OH . M\)L - o]
AcO_.. o o H TEA/DCM/DMAP AcO_.. o o H\[]
OH
Molecular Weight: 891.02 Molecular Weight: 991.10 0
CPG OAc DMTrO
O“WNHz AcO,,,_~_NHA
HBTUDIEAIACN  AcO '\ g 0/\/\)LN\\" 0
Cap1/Cap2 H
NH
CR01008Z 0 b

[00535] (1.2.1) Synthesis of compound 9

[00536] Compound 6 (500 mg) prepared according to step (1.1.4) was dissolved in 10 mL of
dichloromethane. Compound 8 (succinic anhydride, 112 mg), DMAP (6.8 mg), and TEA (226.2
mg) were added. The atmosphere was purged with nitrogen 3 times, and the mixture was stirred
and reacted at 25°C for 16 h. The residue was purified by flash chromatography, and compound 9
(300 mg, yield 53.6%) was obtained. MS-ESI (m/z) = 1013 [M+Na]".
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[00537] (1.2.2) Synthesis of compound CR01008Z

[00538] Compound 9 (50 mg) prepared according to step (1.2.1), amino-CPG (1.25 g, 80 pmol/g,
0.1 mmol), HBTU (27 mg), and DIEA (12 mg) were added to a 20 mL vial. The mixture was
reacted on a shaker for 16 h. After the reaction was completed, the reaction mixture was filtered
and a filter cake was obtained. The filter cake was first washed once with 10 mL of acetonitrile (1
x 10 mL) and then dried under vacuum. The dried filter cake, DMAP (3 mg), Cap1 (10 mL, 200V),
and Cap2 (1 mL, 20V) were added to a 20 mL vial. The mixture was reacted on a shaker for 6 h.
After the reaction was completed, the reaction mixture was filtered and a filter cake was obtained.
The filter cake was first washed once with 10 mL of acetonitrile (1 x 10 mL) and then dried under

vacuum, and compound CR01008Z (1.03 g, loading capacity 20 to 30 pmol/g) was obtained.

[00539] Wherein Capl and Cap2 are capping reagents, Capl is a 20 vol% solution of N-
methylimidazole in a mixed solution of pyridine/acetonitrile, with a volume ratio of pyridine to

acetonitrile of 3:5; and Cap2 is a 20 vol% solution of acetic anhydride in acetonitrile.

Preparation Example 2: Preparation of Compound CR01013 and Compound CR01013Z

[00540] (2.1) Preparation of Compound CR01013

[00541] In this preparation example, the synthetic route for compound CR01013 was:
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Molecular Weight: 1176.35 DMTIO N

[00542] (2.1.1) Synthesis of compound 2

[00543] Compound 1 (trans-4-(Boc-amino)cyclohexanecarbaldehyde, 4.9 g) was dissolved in 17
mL of methanol. An aqueous formaldehyde solution (4.21 g, with a concentration of 37 %) and an
aqueous sodium hydroxide solution (6.5 mL, with a concentration of 45.3 %) were added dropwise.
After the addition was completed, the mixture was heated to 60°C and stirred and reacted at 60°C
for 2 h. After the reaction was completed, the reaction solution was cooled to 25°C and then
evaporated to dryness under reduced pressure. A white solid crude product was obtained. A small
amount of water was added to the crude product to form a slurry, which was then filtered and dried,
and compound 2 (4.8 g, yield 85.9%) was obtained as a white solid. ESI-MS (m/z) = 260.2 [M+H]".

[00544] (2.1.2) Synthesis of compound 3

[00545] Compound 2 (4.8 g) prepared according to step (2.1.1) was dissolved in 25 mL of 1,4-
dioxane. A solution of hydrochloric acid in 1,4-dioxane (25 mL, 4 M) was added, and the mixture
was stirred and reacted at 25°C for 2 h. After the reaction was completed, the reaction solution was
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evaporated to dryness under reduced pressure and compound 3 (3.6 g, yield 99.4%) was obtained

as a white solid.
[00546] (2.1.3) Synthesis of compound 11

[00547] Compound 3 (3.6 g) prepared according to step (2.1.2) was dissolved in 36 mL of DMF,
and then TEA (5.62 g), compound 10 (N-benzyloxycarbonyl-4-aminobutanoic acid, 5.28 g), and
HBTU (8.43 g) were added. The mixture was stirred and reacted at 25°C for 16 h. After the reaction
was completed, the reaction solution was added to 200 mL of a saturated aqueous sodium
bicarbonate solution and extracted three times with 100 mL of ethyl acetate (3 x 100 mL). The
organic phases were combined. The combined organic phase was first washed once with 50 mL of
a saturated aqueous sodium chloride solution (1 x 50 mL) and then dried over anhydrous sodium
sulfate. The organic phase was evaporated to dryness under reduced pressure and the residue was
purified by normal-phase column chromatography (eluent: dichloromethane/methanol = 10/1, v/v).
Compound 11 (2.3 g, yield 33.0%) was obtained as a white solid. ESI-MS (m/z) = 379.5 [M+H]".

[00548] (2.1.4) Synthesis of compound 12

[00549] Compound 11 (2.3 g) prepared in step (2.1.3) was dissolved in 23 mL of methanol. Wet
palladium on carbon (230 mg, 10 % loading) was added. The atmosphere was purged with
hydrogen three times, and the reaction system was stirred and reacted at 25°C for 16 h under a
hydrogen atmosphere (15 psi). After the reaction was completed, the reaction mixture was filtered
and a filtrate was obtained. The filtrate was evaporated to dryness under reduced pressure and

compound 12 (1.48 g, yield 99.8%) was obtained as a yellow oil.
[00550] (2.1.5) Synthesis of compound 13

[00551] Compound 12 (1.48 g) prepared in step (2.1.4) was dissolved in 15 mL of DMF.
Triethylamine (TEA, 1.22 g), compound 4 (1.35 g), and HBTU (3.45 g) were added, and the
mixture was stirred and reacted at 25°C for 16 h. After the reaction was completed, the reaction
solution was added to 150 mL of a saturated aqueous sodium bicarbonate solution and extracted
three times with 50 mL of ethyl acetate (3 x 50 mL). The organic phases were combined. The
combined organic phase was first washed once with 30 mL of a saturated aqueous sodium chloride
solution (1 x 30 mL) and then dried over anhydrous sodium sulfate. The organic phase was
evaporated to dryness under reduced pressure and the residue was purified by reverse-phase

- 82 -



10

15

20

25

column chromatography (C18 column, eluent: water/acetonitrile = 5/1, v/v). Compound 13 (1.3 g,
yield 31.8%) was obtained as a white solid. ESI-MS (m/z): 674.3 [M+H]+.

[00552] (2.1.6) Synthesis of compound 14

[00553] Compound 13 (1.1 g) prepared in step (2.1.5) was dissolved in 11 mL of pyridine. The
reaction system was cooled to 0°C with an ice-water bath, and DMTrCI (813 mg) was added in
portions at 0°C. The reaction system was stirred at 0°C for 1 hour. After the reaction was completed,
the reaction was quenched by adding methanol to the reaction solution, the solvent was evaporated,
and the residue was purified by reverse-phase column chromatography (eluent: water/acetonitrile
= 1/4, viIv). Compound 14 (800 mg, yield 50.3%) was obtained as a white solid. ESI-MS (m/z):
976.5 [M+H]*.

[00554] (2.1.7) Synthesis of compound CR01013

[00555] At 25°C, compound 14 (550 mg) prepared according to step (2.1.6) was dissolved in 5
mL of dichloromethane (DCM). 4,5-dicyanoimidazole (DCI, 53.2 mg) and compound 7 (2-
cyanoethyl N,N,N',N'-tetraisopropylphosphorodiamidite, 255.4 mg) were added. The atmosphere
was purged with nitrogen three times, and the reaction system was stirred and reacted at 25°C for
1 hour under a nitrogen atmosphere. After the reaction was completed, the reaction solution was
first washed twice with 5 mL of a saturated aqueous sodium bicarbonate solution (2 x 5 mL) and
then washed once with 30 mL of a saturated aqueous sodium chloride solution (1 x 30 mL). The
organic phase was separated, dried over anhydrous sodium sulfate, and the solvent in the organic
phase was evaporated under reduced pressure. The residue was purified by normal-phase column
chromatography (eluent: dichloromethane/methanol = 20/1, v/v) and compound CR01013 (532 mg,
yield 80.4%) was obtained as a white solid. ESI-MS (m/z): 1176.7 [M+H]".

[00556] 1H NMR (400 MHz, DMSO-d6) § 0.95 — 1.05 (d, J = 6.7 Hz, 5H), 1.06 — 1.15 (q, I = 7.6
Hz, 8H), 1.15 - 1.21 (t, J = 7.2 Hz, 14H), 1.72 — 1.80 (s, 3H), 1.84 — 1.92 (s, 3H), 1.94 — 2.07 (d, J
= 16.0 Hz, 7H), 2.07 — 2.14 (s, 3H), 2.64 — 2.72 (4, J = 5.8 Hz, 2H), 2.74 - 2.89 (d, J = 8.5 Hz, 2H),
3.35 - 3.56 (M, 4H), 3.57 — 3.70 (m, 4H), 3.71 - 3.77 (s, 6H), 3.81 — 3.93 (m, 1H), 3.96 — 4.09 (d,
J=6.4 Hz, 3H), 6.82 - 6.97 (d, J = 8.7 Hz, 4H), 7.17 = 7.27 (t, J = 8.7 Hz, 5H), 7.27 = 7.34 (t, J =
7.6 Hz, 2H), 7.34 - 7.43(d,J = 7.5 Hz, 2H).

[00557] (2.2) Preparation of Compound CR01013Z
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[00558] In this preparation example, the synthetic route for compound CR01013Z was:

0.
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[00559] (2.2.1) Synthesis of compound 15

[00560] At 25°C, compound 14 (100 mg, 0.10 mmol) prepared according to step (2.1.6) was
dissolved in 2 mL of dichloromethane. Triethylamine (25.9 mg, 0.25 mmol), DMAP (1.25 mg, 0.01
mmol), and compound 8 (succinic anhydride, 15.4 mg, 0.15 mmol) were added. The reaction
system was stirred at 25°C for 16 h. After the reaction was completed, the solvent in the reaction
solution was evaporated, and the residue was purified by reverse-phase column chromatography
(C18 column, eluent: water/acetonitrile = 2/1, v/v). Compound 15 (110 mg, 0.10 mmol, yield 100%)
was obtained as a yellow oil. ESI-MS (m/z) = 1099.3 [M+Na]".

[00561] (2.2.2) Synthesis of compound CR01013Z

[00562] Compound 15 (50 mg, 0.04 mmol) prepared according to step (2.2.1) was dissolved in 10
mL of acetonitrile. HBTU (24.2 mg, 0.06 mmol), DIEA (11.0 mg, 0.08 mmol), and amino-CPG
(1.06 g, loading capacity 80 pmol/g) were added. The reaction system was stirred and reacted at
25°C for 16 h. After the reaction was completed, the reaction mixture was filtered to obtain a filter
cake. The filter cake was first washed sequentially twice with 50 mL of dichloromethane (2 x 50
mL), three times with 50 mL of acetonitrile (3 x 50 mL), and once with 50 mL of ethyl acetate (1
x 50 mL), and then dried under vacuum. To the dried filter cake were added Capl (4.8 mL), Cap2
(0.54 mL), and DMAP (2.59 mg). The reaction system was stirred and reacted at 25°C for 5 h.
After the reaction was completed, the reaction mixture was filtered and a filter cake was obtained.
The filter cake was washed three times with 50 mL of acetonitrile (3 x 50 mL) and dried under

vacuum. Compound CR01013Z (900 mg, with a loading capacity of 20 to 30 umol/g) was obtained.

[00563] Wherein Capl and Cap2 are capping reagents, Capl is a 20 vol% solution of N-
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methylimidazole in a mixed solution of pyridine/acetonitrile with a volume ratio of pyridine to

acetonitrile of 3:5; and Cap2 is a 20 vol% solution of acetic anhydride in acetonitrile.

Preparation of sSiRNA/siRNA Conjugates
Preparation Example 3: Preparation of siRNA
[00564] (3.1) Synthesis of sense strand (SS)

[00565] Using the phosphoramidite solid-phase nucleic acid synthesis method, nucleoside
monomers were linked sequentially in a 3' to 5' direction. Each cycle of nucleoside monomer
addition included four reaction steps: deprotection, coupling, capping, and oxidation or

sulfurization. The synthesis conditions were as follows.

[00566] The nucleoside monomers were prepared as 0.1 M solutions of the nucleoside monomer

in acetonitrile.

[00567] The conditions for the deprotection reaction were the same for each step. The conditions
for the deprotection reaction were: a temperature of 25°C, a reaction time of 70 s, and the
deprotection reagent was a 3 vol% solution of dichloroacetic acid in dichloromethane, wherein the
molar ratio of dichloroacetic acid to the 4,4'-dimethoxytrityl protecting group on the solid-phase

support was 5:1.

[00568] The conditions for the coupling reaction were the same for each step. The conditions for
the coupling reaction were: a temperature of 25°C, a molar ratio of the nucleic acid sequence linked
on the solid-phase support to the nucleoside monomer of 1:10, a molar ratio of the nucleic acid
sequence linked on the solid-phase support to the coupling reagent of 1:65, a reaction time of 600
s, the coupling reagent was a 0.5 M solution of 5-ethylthio-1H-tetrazole in acetonitrile, and the
thiolation reagent was a 0.2 M solution of xanthane hydride in a mixed solution of

acetonitrile/pyridine (the volume ratio of acetonitrile to pyridine was 1:1).

[00569] The conditions for the capping reaction were the same for each step. The conditions for
the capping reaction were: a temperature of 25°C; a reaction time of 2 min; the capping reagent
solution was a mixed solution of Capl and Cap2 in a molar ratio of 1:1, where Capl was a 20 vol%

solution of N-methylimidazole in a mixed solution of pyridine/acetonitrile with a volume ratio of
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pyridine to acetonitrile of 3:5, and Cap2 was a 20 vol% solution of acetic anhydride in acetonitrile;
the molar ratio of N-methylimidazole in the Capl capping reagent, acetic anhydride in the Cap2

capping reagent, and the nucleic acid sequence linked on the solid-phase support was 1:1:1.

[00570] The conditions for the oxidation reaction were the same for each step. The conditions for
the oxidation reaction were: a temperature of 25°C; a reaction time of 3 s; the oxidizing reagent
was a 0.05 M aqueous iodine solution, with a molar ratio of iodine to the nucleic acid sequence
linked on the solid-phase support of 30:1; and the oxidation reaction was performed in a mixed
solvent of water/pyridine (the volume ratio of water to pyridine was 1:9). The conditions for the
sulfurization reaction were: a temperature of 25°C; a reaction time of 360 s; the thiolation reagent
was a 0.2 M solution of xanthane hydride in pyridine, with a molar ratio of the thiolation reagent
to the nucleic acid sequence linked on the solid-phase support of 4:1; and the sulfurization reaction

was performed in a mixed solvent of water/pyridine (the volume ratio of water to pyridine was 1:9).

[00571] After the last nucleoside monomer was linked, the nucleic acid moleculars linked on the
solid-phase support was subjected to cleavage, deprotection, purification, desalting, and

lyophilization sequentially, and the sense strands were obtained.

[00572] Cleavage and deprotection conditions were as follows: the synthesized nucleotide
molecular linked to the solid-phase support was added to a 25 % aqueous ammonia solution, with
the amount of aqueous ammonia being 0.5 mL/umol, and the mixture was reacted at 55°C for 16
h. The solvent was removed, and the residue was concentrated to dryness under vacuum. After the
aqueous ammonia treatment, the product was dissolved using 0.4 mL of N-methylpyrrolidone per
umol of the single-stranded nucleic acid, and 0.3 mL of triethylamine per umol and 0.6 mL of
triethylamine trihydrofluoride per pmol were added to remove the 2'-O-TBDMS protecting group

on the ribose.

[00573] Purification and desalting conditions: Purification of the nucleic acid was accomplished
by NaCl gradient elution using a preparative ion-exchange chromatography column (Source 15Q).
Specifically: Eluent 1 was 20 mM sodium phosphate (pH=8.1) in a mixed solvent of
water/acetonitrile (volume ratio of water to acetonitrile was 9:1); Eluent 2 was 1.5 M sodium
chloride, 20 mM sodium phosphate (pH=8.1), in a mixed solvent of water/acetonitrile (volume

ratio of water to acetonitrile was 9:1); and the elution gradient was from Eluent 1:Eluent 2 = (100:0)
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to (50:50). The product elution fractions were collected and combined, and desalting was
performed using a reverse-phase chromatography column. The desalting conditions included
desalting using a dextran gel column, with the packing material being dextran gel G25, and eluting

with deionized water.

[00574] Detection: Purity was detected using ion-exchange chromatography (IEX-HPLC);
molecular weight was detected using liquid chromatography-mass spectrometry (LC-MS). The
measured value of the molecular weight was compared with the theoretical value. If the measured
value and the theoretical value were consistent, it indicated that the sense strand of the SIRNA was
obtained.

[00575] (3.2) Synthesis of antisense strand (AS)

[00576] A universal solid-phase support was used to synthesize the antisense strand. The
conditions for deprotection, coupling, capping, and oxidation or sulfurization reactions, the
conditions for cleavage and deprotection, and the processes and conditions for purification and
desalting in the solid-phase synthesis method of the antisense strand were the same as those for the

synthesis of the sense strand in step (3.1).

[00577] Detection: Purity was detected using ion-exchange chromatography (IEX-HPLC);
molecular weight was detected using liquid chromatography-mass spectrometry (LC-MS). The
measured value of the molecular weight was compared with the theoretical value. If the measured
value and the theoretical value were consistent, it indicated that the antisense strand of the sSIRNA
was obtained.

[00578] (3.3) Synthesis of SiIRNA duplex

[00579] The sense strand synthesized in step (3.1) and the antisense strand synthesized in step
(3.2) were mixed in an equimolar ratio, dissolved in water for injection, and heated to 95°C. The
mixture was slowly cooled to room temperature and held at room temperature for 10 min. The
sense and antisense strands were allowed to form a double-stranded structure through hydrogen

bonds, and siRNAs having the sense and antisense strands shown in Tables 4 to 7 were obtained.

[00580] Table 4: Sequence Information of SIRNAS

| siRNA No. | sense strand (5'-3") ‘ antisense strand (5'-3") ‘

- 87 -



RN002001 | GUCCACGACUUCCCAGGCA S,\Elg_ 'f UGCCUGGGAAGUCGUGGACAG 5%92'%
RN002002 | CCACGACUUCCCAGGCAAA S,\Elg_ '2'? UUUGCCUGGGAAGUCGUGGAC .3592'51
RN002003 | CACGACUUCCCAGGCAAAA 3'58_ '3'? UUUUGCCUGGGAAGUCGUGGA SEQ,Z'E
RN002004 | GUGCUGUCCAGUGAGAAGA S,\Elg_ 'f UCUUCUCACUGGACAGCACUA ,3592'1%
RN002005 | GCUGUCCAGUGAGAAGACU S,\Elg_ '5D AGUCUUCUCACUGGACAGCAC 5592'1[37
RN002006 | CAGAGCGGGUACCUCUUCA S,\Elg_ '(? UGAAGAGGUACCCGCUCUGCA 5592'{38
RN002007 | GCGGGUACCUCUUCAUCCA SNEg, ';3 UGGAUGAAGAGGUACCCGCUC ,ﬁg@z'fg
RN002008 | CAGACAGACAAGACCAUCU S,\Elg_ 'g AGAUGGUCUUGUCUGUCUGGA flg(?z'g)
RN002009 | GGAUCUUCACCGUCAACCA 3'58_ Islaj UGGUUGACGGUGAAGAUCCGA ngz‘lzti
RN002010 CCGUCAACCACAAGCUGCU ?\IEOQ' 1'8 AGCAGCUUGUGGUUGACGGUG EcE)(?zlzDz
RN002011 | CGUCAACCACAAGCUGCUA ?\IEOQ 'l'f UAGCAGCUUGUGGUUGACGGU 5592'2[33
RN002012 | CGGUCAAGCAGGACUCCUU “T‘\IEOQ B AAGGAGUCCUGCUUGACCGGG ,3592'22

SEQID SEQ ID
RNO2013 | GUCAAGCAGGACUCCUUGU | S01° | ACAAGGAGUCCUGCUUGACCG N
RN002014 | CAAGCAGGACUCCUUGUCU ?\IEOQ' 1'2 AGACAAGGAGUCCUGCUUGAC EggzlzDs
RN002015 | CUUGGGACAUUCCGGAACU ?\IEOQ 1'3 AGUUCCGGAAUGUCCCAAGAC l?ngZIZE;
RN002016 | GGGACAUUCCGGAACUCGU ?\IEOQ 1'2 ACGAGUUCCGGAAUGUCCCAA ScE)(-DzIzEz)s
RN002017 | CAGUGGAAGAUCCGAGCCU | SEQID | AGGCUCGGAUCUUCCACUGGE SEQ 1D

NO: 17 NO: 229

SEQID SEQ ID
RNO02018 | AGUGGAAGAUCCGAGCCUA | 5010 UAGGCUCGGAUCUUCCACUGG N

SEQ ID SEQ ID
RNO02019 | GGAAGAUCCGAGCCUACUA | 5910 UAGUAGGCUCGGAUCUUCCAC N
RN002020 | GAAGAUCCGAGCCUACUAU ?\IEOQ ;'3 AUAGUAGGCUCGGAUCUUCCA SEQZ'Q
RN002021 | GAUCCGAGCCUACUAUGAA | SEQID UUCAUAGUAGGCUCGGAUCUU SEQ 1D

NO: 21 NO: 233
RN002022 | AGUUUGAGGUGAAGGAGUA ?\IEOQ g UACUCCUUCACCUCAAACUCA EE%EZ
RN002023 | GCCCAGUUUCGAGGUCAUA | SEQID UAUGACCUCGAAACUGGGCAG SEQID

NO: 23 NO: 235

SEQID SEQ ID
RNO02024 | CCAGUUUCGAGGUCAUAGU | S2IP | ACUAUGACCUCGAAACUGGGC N

SEQID SEQ ID
RNO02025 | CAGUUUCGAGGUCAUAGUG | 590 CACUAUGACCUCGAAACUGGG N

SEQ ID SEQ ID
RN002026 | GUUUCGAGGUCAUAGUGGA | S 90 UCCACUAUGACCUCGAAACUG N
RN002027 | CGAGGUCAUAGUGGAGCCU ?\IEOQ 2'17’ AGGCUCCACUAUGACCUCGAA ,359;;
RN002028 | AGUGGAGCCUACAGAGAAA | SEQID UUUCUCUGUAGGCUCCACUAU SEQID

NO: 28 NO: 240
RN002029 | CAGAGAAAUUCUACUACAU | SEQID 1 AuGUAGUAGAAUULUCUCUGUA SEQID

NO: 29 NO: 241
RN002030 | AAAUUCUACUACAUCUAUA | SEQID | UAUAGAUGUAGUAGAAUUUCU SEQ ID
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NO: 30 NO: 242
RN002031 | GGAACUGCCUUUGUCAUCU f\%? ;'f AGAUGACAAAGGCAGUUCCCU 5592"%
RN002032 | GAACUGCCUUUGUCAUCUU f\%? ;2 AAGAUGACAAAGGCAGUUCCC Eg@;ﬂ
RN002033 | CCUUUGUCAUCUUCGGGAU f\IEOQ ;'?3) AUCCCGAAGAUGACAAAGGCA 559;4%
SEQID SEQ ID
RNO02034 | CUGAAUCCCUCAAGCGCAU | 2017 | AUGCGCUUGAGGGAUUCAGGC N
RN002035 | CAGGCAGUGACAUGGUGCA ?\IEOQ é'g UGCACCAUGUCACUGCCUGAG E(E)QZ"??
RN002036 | GUGACCUCUCCCUACCAGA f\%? ;'g UCUGGUAGGGAGAGGUCACGA 559;4%
RN002037 | GAAUGCCCUUUGACCUCAU | SEQID | AUGAGGUCAAAGGGCAUUCCU SEQ 1D
NO: 37 NO: 249
RN002038 | CCUUUGACCUCAUGGUGUU | SEQID | A ACACCAUGAGGUCAAAGGGC SEQID
NO: 38 NO: 250
RN002039 | GACCUCAUGGUGUUCGUGA f\IEOQ ;'3 UCACGAACACCAUGAGGUCAA ,ﬁg@;gl
SEQ ID SEQ ID
RN002040 | CUCAUGGUGUUCGUGACGA | 90 UCGUCACGAACACCAUGAGGU N
SEQID SEQ ID
RNO02041 | UCAUGGUGUUCGUGACGAA | SO0 UUCGUCACGAACACCAUGAGG N
RN002042 | CUGUGCAGUCUCUAACCCA ?\IEOQ' :12 UGGGUUAGAGACUGCACAGUG 5592'5'34
SEQID SEQ ID
RNO02043 | GCCAGAAGCCCUUGAGCAU | S210 | AUGCUCAAGGGCUUCUGGCUG N
SEQID SEQ ID
RNO02044 | CAGAAGCCCUUGAGCAUCA | SO0 UGAUGCUCAAGGGCUUCUGGC N
SEQID SEQ ID
RNO02045 | GCAUCACGGUGCGCACGAA | SO0 UUCGUGCGCACCGUGAUGCUC N
SEQID SEQ ID
RNO02046 | CGGUGCGCACGAAGAAGCA | 590 UGCUUCUUCGUGCGCACCGUG N
SEQID SEQ ID
RNO02047 | CCGUGGGCAACUCCAACAA | SO0 UUGUUGGAGUUGCCCACGGUG N
SEQID SEQ ID
RNO02048 | CGUGGGCAACUCCAACAAU | S.9IP | AUUGUUGGAGUUGCCCACGGU N
RN002049 | GUGGGCAACUCCAACAAUU | SEQID 1 Aauucuuseacuuccccaces | SEQIP
NO: 49 NO: 261
RN002050 | GCAACUCCAACAAUUACCU ?\IEOQ é'g AGGUAAUUGUUGGAGUUGCCC 3592'6[;
RN002051 | CUCCAACAAUUACCUGCAU f\IEOQ é'f AUGCAGGUAAUUGUUGGAGUU 3592'53
RN002052 | GGGGAGACCCUCAACGUCA “T‘\IEOQ é'g UGACGUUGAGGGUCUCCCCGG ,3592'5
SEQID SEQ ID
RNO02053 | GGGAGACCCUCAACGUCAA | 5910 UUGACGUUGAGGGUCUCCCCG N
SEQ ID SEQ ID
RNOO2054 | GAGACCCUCAACGUCAACU | SO0 | AGUUGACGUUGAGGGUCUCCC N
RN002055 | CCCUCAACGUCAACUUCCU f\IEOQ é'g AGGAAGUUGACGUUGAGGGUC 5592'6137
RN002056 UCAACUUCCUCCUGCGAAU “T‘\IEOQ é'g AUUCGCAGGAGGAAGUUGACG ,3592'&%
RN002057 | GAGGCCAAGAUCCGCUACU f\IEOQ é'? AGUAGCGGAUCUUGGCCUCGU 3592'59
RN002058 | AGAUCCGCUACUACACCUA f\%? é'g UAGGUGUAGUAGCGGAUCUUG EIEQZI?O
RN002059 CGCUACUACACCUACCUGA “T‘\IEOQ é'g UCAGGUAGGUGUAGUAGCGGA ,3592'7[1
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RN002060 | GCUACUACACCUACCUGAU f\IEOQ ('5'8 AUCAGGUAGGUGUAGUAGCGG 5%92'7[32
RN002061 | CCGUGUGGGUGGACGUCAA f\%? é'f UUGACGUCCACCCACACGGAG flg(?z'%
RN002062 | GGGCUCGCUGGUGGUAAAA ?\IEOQ ('5':2’ UUUUACCACCAGCGAGCCCAC ,3592'73
RN002063 | CCCUGAAGAUAGAGGGUGA f\%? ('52 UCACCCUCUAUCUUCAGGGUC 5%92'7[35
RN002064 | CGGGAGAACCCCAUGAGGU f\IEOQ ('3'2 ACCUCAUGGGGUUCUCCCGCA 5592'7[36
RN002065 | GGGAGAACCCCAUGAGGUU f\IEOQ ('S'g AACCUCAUGGGGUUCUCCCGC 5592'7[37
RN002066 | GAGAACCCCAUGAGGUUCU ?\IEOQ ('a'g AGAACCUCAUGGGGUUCUCCC 5592'7%
RN002067 | CUGCUGCAACUACAUCACA f\%? ('5'? UGUGAUGUAGUUGCAGCAGUC 5%92'7[39
RN002068 | GGAGUAACCUGGAUGAGGA ?\IEOQ é'g UCCUCAUCCAGGUUACUCCUG ,359;5)
RN002069 | GUAACCUGGAUGAGGACAU ?\IEOQ' é'g AUGUCCUCAUCCAGGUUACUC 5592'51
RN002070 | GCAGAAGAGAACAUCGUUU f\IEOQ ;'8 AAACGAUGUUCUCUUCUGCAA 559;8[32
RN002071 | GAGAACAUCGUUUCCCGAA “T‘\IEOQ ;'f UUCGGGAAACGAUGUUCUCUU ,359;;
SEQID SEQ ID
RNO02072 | CCCGAAGUGAGUUCCCAGA | 910 UCUGGGAACUCACUUCGGGAA N
RN002073 | CGAAGCUCAUGAAUAUAUU ?\IEOQ' ;2 AAUAUAUUCAUGAGCUUCGUA 5592'8[35
RN002074 | GAAGCUCAUGAAUAUAUUU ?\IEOQ ;'2 AAAUAUAUUCAUGAGCUUCGU ,359;8%
RN002075 | CCCUUCGAGGUCACAGUAA | SEQID UUACUGUGACCUCGAAGGGGU SEQID
NO: 75 NO: 287
SEQID SEQ ID
RNO02076 | CCUUCGAGGUCACAGUAAU | SO 1 ayuacucueaccuceancecs N
SEQID SEQ ID
RNO02077 | UCACAGUAAUGCAGGACUU | S0P | aacuccuscauuacusucace N
SEQID SEQ ID
RNO02078 | CCUGCGGCUAcccuacucy | ST asacuacesuacecacacauc N
RN002079 | GCGGCUACCCUAcUcUGUU | SEQID | AACAGAGUAGGGUAGCCGCAG SEQ 1D
NO: 79 NO: 201
RN002080 | GGCUACCCUACUCUGUUGU | SEQD | ACAACAGAGUAGGGUAGCCGC SEQ 1D
NO: 80 NO: 202
RN002081 | GCUACCCUAcucucuucuu | SEQID | A AcAACAGAGUAGGGUAGCCG SEQID
NO: 81 NO: 293
RN002082 | ACCCUACUCUGUUGUUCGA ?\IEOQ slsg UCGAACAACAGAGUAGGGUAG 3592'93
SEQID SEQ ID
RNO02083 | CCCUACUCUGUUGUUCGAA | SO0 | uuceaacaacacacuaceeua | S5O0
SEQID SEQ ID
RNOO2084 | CCUACUCUGUUGUUCGAAA | SR T uuuceaacAACAGAGUAGGGU N
SEQ ID SEQ ID
RNOO2085 | CGAAACGAGCAGGUGGAAA | S 91D UUUCCACCUGCUCGUUUCGAA N
RN002086 | GAAACGAGCAGGUGGAAAU ?\IEOQ g'g AUUUCCACCUGCUCGUUUCGA ,359;9%
RN002087 | CGAGCAGGUGGAAAUCCGA | SEQID UCGGAUUUCCACCUGCUCGUU SEQID
NO: 87 NO: 299
RN002088 | CAAUUACCGGCAGAACCAA | SEQRID 1 LuGsuUCUGCCGGUAAUUGUA SEQID
NO: 88 NO: 300
RN002089 | GGGUGGAACUACUCCACAA | SEQID | UUGUGGAGUAGUUCCACCCUC SEQ ID
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NO: 89 NO: 301
RNO02090 | GGUGGAACUACUCCACAAU | S900 | AUUGUGGAGUAGUUCCACCCU | SEQID
RNO02091 | GGAACUACUCCACAAUCCA | S0 | UGGAUUGUGGAGUAGUUCCAC | SEQID
RN002092 | CGUCACCAGCAGACCGUAA | SO0 | UUACGGUCUGCUGGUGACGCC | SEQ1D
RNO02093 | CACCAGCAGACCGUAACCA | 5017 | UGGUUACGGUCUGCUGGUGAC | Sodis)
RNO02094 | GGAAGUCCCUGAAGGUCGU | S %¢” |  ACGACCUUCAGGGACUUCCUG | ol
RNO02095 | GUCGUGCCGGAAGGAAUCA | SO0 | UGAUUCCUUCCGGCACGACCU N
RN002096 | CGUGCCGGAAGGAAUCAGA | SEQID | yeyusauuccuuccGGCACGAC SEQID

NO: 96 NO: 308
RNO02097 | GUGCCGGAAGGAAUCAGAA | S 910 | UUCUGAUUCCUUCCGGCACGA N
RNO02098 | CCGGAAGGAAUCAGAAUGA | S000 | UCAUUCUGAUUCCUUCCGGCA | SEQ1P
RNOO2099 | CGGAAGGAAUCAGAAUGAA | S-01 | uucAuucucauuccuuccee | o2l
RNO02100 | UGCAGACCUCAGUGACCAA | SEQID T yussucacusassucuscace | SE1D
RNO02101 | GACCAGAAUUCUCCUGCAA | SE9ID | yuscaceacaauucuceucue | SE1°
RN002102 | GAACGGCUGAAGCACCUCA S(E)?lloDz UGAGGUGCUUCAGCCGUUCCG S(E)??"ﬁ
RN002103 | CGCUGUGCAUUACCUGGAU | SE!D | AUCCAGGUAAUGCACAGCGAU N
RN02104 | GCAUUACCUGGAUGAAACG | S50 | ceuuucauccaGGuAaUGCAC N
RNO02105 | CCUUGGAGCUCAUCAAGAA | SEQID T yucuusausaccuccaaceee | SEQID
RNO02106 | GCAGCUGGCCUUCAGACAA | SEQID T yuucusaaseceascuscus | 51D
RN002107 | cceecuaceuseucaacey | SEQID T accuueaccaceuasecesue | SEQID
RN002108 | CCUACGUGGUCAAGGUCUU Eg?l'(% AAGACCUUGACCACGUAGGCG ,3593'2%
RN002109 | CGUGGUCAAGGUCUUCUCU | S0 | AGAGAAGACCUUGACCACGUA | SEiD
RNO02110 | CUCUGGCUGUCAACCUCAU | SEQID T aucaceuusAcaGecaGaGaG | SEQ1D
RNO02111 | CUCUGCGGGGCUGUUAAAU | S0 | AuuuaacacecoceeaGaGea | o0
RNO02112 | cuGUUAAAUGGCUGAUCcU | SEQID T ageaucacccauuuaacacee | SEQID
RNO02113 | GGAGGAUGCGCCCGUGAUA | SEQID | yaucAcGGGCGCAUCCUCCUG N
RNO02114 | GGCCCUCACGGCCUUUGUU | SEQIP | aacasaceeceusAGaaecay | SEID
RN002115 | CUCACGGCCUUUGUUCUCA E(E)Ql'g UGAGAACAAAGGCCGUGAGGG EJEQ:;;
RNO02116 | CccuuuGuucucaucuceeu | SEQID T AcceacauGAGAacAaaGaee | SEQID
RNO02117 | CUUGAAGCCAACUACAUGA | SEQID T ucausuacuuGscuucAaGea | SEID
RNO02118 | CCAACUACAUGAACCUACA | SERIP | UGUAGGUUCAUGUAGUUGGCU | Soi>
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RNO02119 | CCUACAGAGAUCCUACACU | SEQID 1 acusuaceAucucusuaceuy | SEQ1D
RN002120 | CUGACCACAGCCAAAGAUA | SEQID | yaucuuusscucuceucacaa | SEQID

NO: 120 NO: 332
RN002121 | CCACAGCCAAAGAUAAGAA Snglle UUCUUAUCUUUGGCUGUGGUC SEQ;%
RNO02122 | GCCAAAGAUAAGAACCGCU | SEQID T agcesuucuuaucuuuseeus | SE01D
RN002123 | GCCACAuccuaugcccucy | SEQID T agaseecauaGeAaUGUGGCCy | SEQID
RNO02124 | CCACAUCCUAUGCccucuu | SEQID T aacaceecauAGeAUGUGGEE | SE1D
RNO02125 | GGCCCUACUGCAGCUAAAA | SERID | yuuuaccuscacuaceeeean | SERID
RNO02126 | CUACUGCAGCUAAAAGACU | SEQID T agucuuuuaccuscasuaces | SE1D
RN002127 | CAGCUAAAAGACUUUGACU | vo@'D | AGUCAAAGUCUUUUAGCUGCA | Sodlt)
RN02128 | GCUAAAAGACUUUGACUULU | SE9ID | aaacucamacucuuuuaceus | SER0D
RNO02129 | CCGUCGUGCGUUGGCUCAA | SEQID T yusacecaaceeaceaceeea | SE1P
RN002130 | CGUCGUGCGUUGGCUCAAU | SEQID | AUUGAGCCAACGCACGACGGG | So°>
RNO02131 | ceUGCGUUGGCUCAAUGAA | SEQID T yucauusaceeaacecaceac | SEQID
RNO02132 | CGUUGGCUCAAUGAACAGA | SE9!D | ucusuucAuusaGecaacGea | SER1D
RN002133 | GGCUCAAUGAACAGAGAUA Engl?s UAUCUCUGUUCAUUGAGCCAA 559;4%
RN02134 | CUCAAUGAACAGAGAUACU | SC%D | AGUAUCUCUGUUCAUUGAGCC | Soin
RNO02135 | CCACCUUCAUGGUGUUCCA | SEQID T ueeaacaccaucanseuceee | SEQID
RN002136 | CACCUUCAUGGUGUUCCAA | SoOID | UUGGAACACCAUGAAGGUGGE | Sodls
RN002137 | GGUGUUCcAAGecuuaeey | SEQID T acccancecuuseaacaccau | SEQID
RN002138 | CCGUAUCCACUGGGAAUCU SEQ;?% AGAUUCCCAGUGGAUACGGUG 3593'5%
RN002139 | GCCUCCUGCGAUCAGAAGA Sng'?g UCUUCUGAUCGCAGGAGGCUG SEQ?"SE;
RN02140 | UGCGAUCAGAAGAGACCAA | SE9lP | UUGGUCUCUUCUGAUCGCAGG N
RNO02141 | GAUCAGAAGAGACCAAGGA | SC%> | UCCUUGGUCUCUUCUGAUCGC N
RNO02142 | GUUUCACAGUCACAGCUGA | SEQID | ucaccususacusueaaacce | SEQID
RNO02143 | UGACAAUGUACCAUGCUAA | SEQID T yuaccauseuacauucucace | SEQID
RNO02144 | GUACCAUGCUAAGGCCAAA | SEQID T yuuseccuuaceaussuacau | SEQID
RN002145 | CAACUCACCUGUAAUAAAU | SEQID | AyUUAUUACAGGUGAGUUGAU SEQID

NO: 145 NO: 357
RN02146 | CCUGUAAUAAAUUCGACCU | SE% | AGGUCGAAUUUAUUACAGGUG | Soil
RN02147 | GUAAUAAAUUCGACCUCAA | SER1D | uueaGeuceaauuuALLACAG | SE%0D
RN002148 | CGACCUCAAGGUCACCAUA | SEQID | UAUGGUGACCUUGAGGUCGAA | SEQID
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NO: 148 NO: 360
RNO02149 | GACCUCAAGGUCACCAUAA | SEQID T yuauGeuGACcUUGAGGUCGA | SEQ1D
RN002150 | CAAGGUCACCAUAAAACCA | SEQID | yeeuuuuauGsusaccuusas | SEQID

NO: 150 NO: 362
RNOO2151 | CCAGCACCGGAAACAGAAA | SEQID T yuucusuuucceeuscueuy | SEQ10
RNO02152 | GCACCGGAAACAGAAAAGA | ~oOID | ucuuuucusuuucceaUGCUG | Sodlb
RNO02153 | GGCCUCAGGAUGCCAAGAA | SE9ID | uucuuseeauccusaceeeue | SE1D
RNO02154 | CAGGAUGCCAAGAACACUA | SEQID | uaGusuucuUGGCAUCCUGAG | SEQID
RN002155 | GAUGCCAAGAACACUAUGA Englst UCAUAGUGUUCUUGGCAUCCU fng;g;
RNO02156 | CCAAGAACACUAUGAUCCU | SE9ID | aeaucauacusuucuuGeea | SEID
RNO02157 | AGAACACUAUGAUCCUUGA | SEQID T ucaaseaucAuAGuGUUCUUG | SEQID
RNO02158 | GAGACCAGGAUGCCACUAU | o@D | auacucGeauccuseucucee | oottt
RNO02159 | CCAGGAUGCCAcUAuGUcU | SEQID T acacauacusecauccuseue | SEQID
RNO02160 | CAGGAUGCCACUAUGUCUA | SE9ID | uacacauacusscauccusey | SEID
RN002161 | GGAUGCCACUAUGUCUAUA S(E)Ql'g UAUAGACAUAGUGGCAUCCUG S(E)Q?"%
RN02162 | GAUGCCACUAUGUCUAUAU | SE°10 | auauAGAcAuAGUGGCAUCCU | oD
RNO02163 | GUUGACAGAUACAUCUCCA | SE9ID | ueeasauGuAucUGUCAAcAC | SERID
RNO02164 | GACAGAUACAUCUCCAAGU | SEQID T acuuseacausuaucucucaa | SEQID
RNO02165 | CAGAUACAucuccaacuAu | SEQID T auacuuseacaucuaucusue | SEQID
RNO02166 | AGAUACAUCUCCAAGUAUG | SEQID T cauacuuseacausuaucucu | SEQID
RN002167 | GAUACAUCUCCAAGUAUGA Eng'g? UCAUACUUGGAGAUGUAUCUG ,3593'7%
RN02168 | CCAAGUAUGAGCUGGACAA | SEQID | UUGUCCAGCUCAUACUUGGAG N
RNO02169 | GGACAAAGCCUUCUCCGAU | SEQID T auceeacaasecuuuGuccaG | SERID
RNO02170 | GACAAAGCCUUCUCCGAUA | SE9!D | uAUCGGAGAAGGCUUUGUCCA | o>
RNO02171 | GCCUUCUCCGAUAGGAACA | SEQID T ysuuccuauceeacancecuu | SEQID
RNO02172 |  CCGAUAGGAACACCcUcAU | SEQID T ausaseeusuuccuauceeas | 51D
RNO0273 | GAUAGGAACACCCUCAUCA | SEQID T usaueaceeusuuccuaUces | SEQID
RN002174 | CUGGACAAGGUCUCACACU 5%?1?4 AGUGUGAGACCUUGUCCAGGU ,3593'8%
RNO02175 | GCUUUCAAAGUUCACCAAU | SEQID T auussueaacuuuGaaaccua | SEQID
RN002176 | CUUUCAAAGUUCACCAAUA | SEQIP | yauuseusaacuuuGasaccy | SEQID

NO: 176 NO: 388
RN02177 | CAGUCAAGGUCUACGCCUA | SERID | UAGGCGUAGACCUUGACUGCU N
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RNO0278 | GUCAAGGUCUACGCCUAUU | SEQID T aauaceceuaGaccuusacue | SEQ1D
RNO02179 | AGGUCUACGCCUAUUACAA | SEQID T yuGuaauaGecauacaccuus | SEQID
RN002180 | GCUGUACCCGGUUCUACCA Eg?l'é% UGGUAGAACCGGGUACAGCUU ,3593'9%
RNO02181 | CUGUACCCGGUUCUACCAU | SEQID | auGeuaGaacceaGuAcaGey | SEQID
RNO02182 | CCGGAAAAGGAGGAUGGAA | SEQID | yuccauccuccuuuucceeAy N
RNO02183 | CGGAAAAGGAGGAUGGAAA | SEQID T yuuccauccuccuuuucceea | SEQ1D
RNO02184 | GAGGAUGGAAAGCUGAACA | SEIP | usuucAGcuuuccAUCcUCCU N
RNO02185 | GCCGCUGUGCUGAGGAGAA | SEQID | UUCUCCUCAGCACAGCGGCAC N
RN002185 | CCGCUGUGCUGAGGAGAAU | vl | AUUCUCCUCAGCACAGCGGCA | oot
RN02187 | CGCUGUGCUGAGGAGAAUU | SEQID | aauucuccucaceacacesae N
RNO02188 | GUGCUGAGGAGAAUUGCUU | SEQID | aaccaauucuccucaceacas | 5595
RNO02189 | GCUGAGGAGAAUUGCUUCA | SEQID | UGAAGCAAUUCUCCUCAGCAC | S5°,>
RNO02190 | GGAGAAUUGCUUCAUACAA | SEQID T yucuausaascaauucuccue | SEQID
RNO02191 | GAGAAUUGCUUCAUACAAA | SE9ID | yuusuausaaccaauucuccy | SE20
RN002192 | GUGAGCCAGGAGUGGACUA Eng'; UAGUCCACUCCUGGCUCACAG fng 4'51
RN02193 | CCAGGAGUGGACUAUGUGU | SC%'0 | ACACAUAGUCCACUCCUGGCU N
RNO02194 | CAGGAGUGGACUAUGUGUA | SEQID T yacacauasuccacuccusse | SEQID
RN002195 | GGAGUGGACUAUGUGUACA | ~oOID | UGUACACAUAGUCCACUCCUG | oD
RNO0219 | GAGUGGACUAUGUGUACAA | SEQID T yucuacacauacuccacuccy | SEQ/0
RN002197 | GUGGACUAUGUGUACAAGA Sng'g; UCUUGUACACAUAGUCCACUC SEQ e
RN002198 | CCAAUGACUUUGACGAGUA Sng'g':; UACUCGUCAAAGUCAUUGGAC SEQ R
RN02199 | GACUUUGACGAGUACAUCA | S0 | UGAUGUACUCGUCAAAGUCAU N
RN02200 | ACUUUGACGAGUACAUCAU | SE%0 | AUGAUGUACUCGUCAAAGUCA | SE°/°
RNO02201 | GACGAGUACAUCAUGGCCA | SEQD T ueeccausausuacuceucaa | SEQID
RNO02202 | CAUCAAGUCAGGCUCGGAU | SEQD T aucceacccusacuucausey | SEQ°
RNO02203 | CAGGCUCGGAUGAGGUGCA | SEQD 1 yccaccucaucceacecusac N
RN002204 | GCUCGGAUGAGGUGCAGGU Eg?z'a ACCUGCACCUCAUCCGAGCCU Eng R
RN02205 | CGUUCAUCAGCCCCAUCAA | P90 | UUGAUGGGGCUGAUGAACGUG | So2»
RN02206 | GGGGUCUCUCCUCCGAUUU | PS5 | AAAUCGGAGGAGAGACCCCAC N
RN002207 | CCGAUUUCUGGGGAGAGAA | SEQID | UUCUCUCCCCAGAAAUCGGAG SEQID
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NO: 207 NO: 419
RN002208 CUCAGCUACAUCAUCGGGA SIEQZI(I)DS UCCCGAUGAUGUAGCUGAGGU EIEQ‘&DO
RN002209 GCUACAUCAUCGGGAAGGA SEQZI(I)DQ UCCUUCCCGAUGAUGUAGCUG EIEQA:EI.
RN002210 CCGAGGAGGACGAAUGCCA lfngZIZILDO UGGCAUUCGUCCUCCUCGGGC EIEQA:ZDZ
RNO002211 CGAGGAGGACGAAUGCCAA l?lI(E)Q;]Ii UUGGCAUUCGUCCUCCUCGGG ng‘:g
RN002212 CUUUGGGUGCCCCAACUGA S(E)QZI:LDZ UCAGUUGGGGCACCCAAAGAC E(E)Q;gl

[00581] The software for preparing the sequence listing requires that U be represented as T when

generating RNA sequences. Therefore, the siRNA sequences of the present disclosure cannot be

correctly represented in the sequence listing. All sequences are as set forth in the description.

[00582] Table 5: Sequence Information of SIRNAS

S'E?A sense strand (5'-3") antisense strand (5'-3")
RX002 | GmsUmsCmCmAmMCmGfAfCfUmUm SEQ ID UmsGfsCmCmUmMGFGmGmMAmMAmMGmM SEQ ID NO:
001 CmCmCmAMGMGmMCmAmM NO: 425 UmCmGfUmGFGMAmMCmsAmMsGm 637
RX002 | CmsCmsAmCmGmAmCfUfUfCmCm SEQ ID UmsUfsUmGmCmCfUmGmGmMGmMAmM SEQ ID NO:
002 CmAMGMGMCmMAMAMAmM NO: 426 AmGMUFCMGFUMGMGmMsAmMsCm 638
RX002 | CmsAmsCmGmAmMCmUfUfCfCmCm SEQ ID UmsUfsUmUmGmCfCmUmGmGmMGmMm SEQ ID NO:
003 AmGMGMCmAMAMAMAmM NO: 427 AMAMGIUMCFGMUMGmMsGmsAm 639
RX002 | GmsUmsGmCmUmGmUfCfCTAMGm SEQ ID UmsCfsUmUmCmUfCmAMCmUmMGmMm SEQ ID NO:
004 UmGmAMGmMAMAMGmMAmM NO: 428 GmMAMCFAMGICmAMCmsUmsAm 640
RX002 | GmsCmsUmGmMmUMCmMCFfAfGFUMGm SEQ ID AmsGfsUmCmUmUfCmUmCmAmMCm SEQ ID NO:
005 AmMGMAMAMGMAMCmUm NO: 429 UmGmMGFAMCFAMGMCmsAmMsCm 641
RX002 | CmsAmsGMAMGMCmGFGFGfUmAmM SEQ ID UmsGfSAMAMGMAFfGmMGmUmMAmMCm SEQ ID NO:
006 CmCmUmCmUmUmCmAmM NO: 430 CmCmGFCmUfCmMUmGmMsCmsAm 642
RX002 | GmsCmsGmGmGmMUmMAFfCfCfUmCm SEQ ID UmsGfsGmAmMUmMGFAMAMGmMAmMGm SEQ ID NO:
007 UmUmCmAMUmCmCmAmM NO: 431 GmMUmMAFCmCfCmGmMCmsUmsCm 643
RX002 | CmsAmsGmMAMCmMAMGFAfCfAMAmM SEQ ID AmsGfsAMUmGmMGfUmCmUmUmGm SEQ ID NO:
008 GmMAMCMCmAMUmMCmUm NO: 432 UmCmUfGmUfCmUmGmsGmsAm 644
RX002 | GmsGmsAmUmCmUmUfCfAfCmCm SEQ ID UmsGfsGmUmUmGFAMCmMmGmMGmUm SEQ ID NO:
009 GmUmCmMAMAMCmMCmMAmM NO: 433 GmMAMAFGMAFUMCmMCmsGmsAm 645
RX002 | CmsCmsGmUmCmAmMAFCFCfAmMCm SEQ ID AmsGfsCmMAMGMCfUmUmGmMUmMGmM SEQ ID NO:
010 AmMAMGMCmUmGmMCmUm NO: 434 GmUMUFfGMAFCMGmMGmsUmsGm 646
RX002 | CmsGmsUmCmAmMAMCFCfAfCmAmM SEQ ID UmsAfsGmCmAmMGfCmUmUmGmUm SEQ ID NO:
011 AmGMCmUmGmMCmUmAmM NO: 435 GmMGMUfUMGFAMCmMGmsGmsUm 647
RX002 | CmsGmsGmUMCmMAmMAFGFCTAMGm SEQ ID AmsAfsGMGMAMGIFUMCmCmUmMGm SEQ ID NO:
012 GmAMCmMUmMCmCmUmUm NO: 436 CmUmMUfGMAfCMCmGmsGmsGm 648
RX002 | GmsUmsCmAMAMGmMCFAfGFGmAmM SEQ ID AmsCfSAMAMGMGFAMGmMUMCmMCm SEQ ID NO:
013 CmUmCmCmUmUmGmUm NO: 437 UmGmCfUmUFfGMAMCmMsCmsGm 649
RX002 | CmsAmsAMGMCmMAmMGFGFAfCmUm SEQ ID AmsGfsAMCmMAMAFfGMGmMAmMGmUm SEQ ID NO:
014 CmCmUmUmGmMUmCmUm NO: 438 CmCmUfGMCfUmUmGmMsAmsCm 650
RX002 | CmsUmsUmGmGmMGmAFCFAfUmUm SEQ ID AmsGfsUmUmCmCfGmGmAmMAmMUmM SEQ ID NO:
015 CmCmGmMGmMAMAMCmMUm NO: 439 GmUmMCfCmCFAMAMGmMsAmsCm 651
RX002 | GmsGmsGmAmMCmMAmMUfUfCfCmGm SEQ ID AmsCfsGMAMGMUfUMCmCmGmMGmMm SEQ ID NO:
016 GmMAMAMCMUmMCmGmUm NO: 440 AmAMUFGMUfCMCmCmsAmsAm 652
RX002 | CmsAmsGmUmMGmMGmMAFAfGFAmMUm SEQ ID AmsGfsGMCmUMCFGmGmAmMUmMCm SEQ ID NO:
017 CmCmGmMAMGmMCmMCmUm NO: 441 UmUmCfCmAfCmUmGmMsGmsCm 653
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RX002 | AmsGmsUmGmMGmMAMAFGFAfUmCm SEQ ID UmsAfsGmGmCmUfCmGmGmAmMUm SEQ ID NO:
018 CmGMAMGMCmCmUmMAmM NO: 442 CmUmUfCmCFAMCmUmsGmsGm 654
RX002 | GmsGmsAMAMGMAMUFCFCfGmAmM SEQ ID UmsAfsGmUmMAMGFGmMCmUmCmGm SEQ ID NO:
019 GmCmCmUmAmMCmMUmMAmM NO: 443 GmAmMUfCmUfUmCmCmsAmsCm 655
RX002 | GmsAMSAMGMAMUMCCfFGFAMGm SEQ ID AmsUfsSAMGMUMAfGMGmMCmUmCm SEQ ID NO:
020 CmCmUmAmMCmUmMAmMUm NO: 444 GmGmMAfUMCfUmUmCmsCmsAm 656
RX002 | GmsAmsUmCmCmGmAFfGFCfCmUm SEQ ID UmsUfsCmAMUmMAfGMUMAMGmMGm SEQ ID NO:
021 AmCmUmAmMUmGmMAmMAmM NO: 445 CmUmCfGMGFAMUmMCmsUmsUm 657
RX002 | AmsGmsUmUmUmGmAfGFGfUmGm SEQ ID UmsAfsCmUmCmCfUmUmCmAmMCm SEQ ID NO:
022 AmMAMGMGMAMGmMUmMAmM NO: 446 CmUmCFAMAfAMCmUmsCmsAm 658
RX002 | GmsCmsCmCmAmMGmMUfUfUfCmGm SEQ ID UmsAfsUmGmAmMCfCmUmCmGmAm SEQ ID NO:
023 AmGMGmMUmMCmAmMUmMAmM NO: 447 AMAMCTUMGFGMGMCmsAmsGm 659
RX002 | CmsCmsAmGmUmUmMUFCFGFAMGm SEQ ID AmsCfsUmAMUMGFAMCmCmUmCm SEQ ID NO:
024 GmUmCmAMUMAMGmMUm NO: 448 GmMAMAFAMCTUMGMGmMsGmsCm 660
RX002 | CmsAmsGmUmUmUmCFGFAfGmGm SEQ ID CmsAfsCmUmAmMUfGmAMCmCmUm SEQ ID NO:
025 UmCmAmMUmAMGmMUmGm NO: 449 CmGMAfAMAfCMUmMGmMsGmsGm 661
RX002 | GmsUmsUmUmCmGmATFGFGfUmCm SEQ ID UmsCfsCmAMCmUfAMUmMGmMAMCm SEQ ID NO:
026 AmUmAMGmMUmMGmMGmAmM NO: 450 CmUmCfGmMAfFAMAMCmsUmsGm 662
RX002 | CmsGmsAmMGmMGmMUmMCFAfUfAMGm SEQ ID AmsGfsGmCmUmMCFfCmAmMCmUmAmM SEQ ID NO:
027 UmGmMGmMAmMGmMCmCmUm NO: 451 UmGmMAFCmMmCfUmCmGmsAmMsAm 663
RX002 | AmsGmsUmGmMGmMAMGFCfCfUmAm SEQ ID UmsUfsUmCmUmCfUmGmUmAmMGm SEQ ID NO:
028 CmAMGMAMGMAMAMAmM NO: 452 GmCmUfCmCfAMCmUmsAmsUm 664
RX002 | CmsAmsGmMAMGmMAmMAFfAfUfUmMCm SEQ ID AmsUfsGmUmMAmMGfUMAMGMAmMAmM SEQ ID NO:
029 UmAMCmUmAMCmAmMUmM NO: 453 UmUmUfCmUfCmUmGmsUmsAm 665
RX002 | AmsAmsAmUmUmCmUfAFCfUmAmM SEQ ID UmsAfsUmAMGmMAfUmMGmUmMAmMGm SEQ ID NO:
030 CmAmMUMCmUmAmMUmMAmM NO: 454 UmAMGFAMAfUmUmUmsCmsUm 666
RX002 | GmsGmsAmAMCmUmMGFCfCfUmUm SEQ ID AmsGfsAMUmGmMAfCmAMAMAmMGm SEQ ID NO:
031 UmGmUmCmAmMUmCmUm NO: 455 GmMCmMAfGMUfUmMCmCmsCmsUm 667
RX002 | GmsAmsAmCmUmGmCFCfufUmUm SEQ ID AmsAfsGmMAMUMGFAMCmAmMAmMAmM SEQ ID NO:
032 GmUmCmAmMUmMCmUmUm NO: 456 GmGMCfAMGFUmUmCmsCmsCm 668
RX002 | CmsCmsUmUmUmGmUfCFAfUmCm SEQ ID AmsUfsCmCmCmGfFAMAMGmMAmMUmM SEQ ID NO:
033 UmUmCmGmGmMGmMAmMUm NO: 457 GMAMCFAMAFAMGmMGmsCmsAm 669
RX002 | CmsUmsGmAmMAmMUmMCfCfCfUmCm SEQ ID AmsUfsGmMCmGmMCfUmUmGmMAMGm SEQ ID NO:
034 AMAMGMCmMGMCmMAmMUm NO: 458 GmGmMAfUMUfCmMAMGmMsGmsCm 670
RX002 | CmsAmsGmGMCmMAmMGFUfGFAMCm SEQ ID UmsGfsCmAMCmMmCFAMUmGmMUmMCm SEQ ID NO:
035 AmUmGmGmUmMGmMCmAmM NO: 459 AmCmUfGMCfCmUmGmMsAmsGm 671
RX002 | GmsUmsGmAmMCmCmUfCfUfCmCm SEQ ID UmsCfsUmGmGmUfAMGMGMGmMAmM SEQ ID NO:
036 CmUmAMCmMCmMAMGmMAmM NO: 460 GmMAMGFGMUfCMAMCmsGmsAm 672
RX002 | GmsAmsAmUmGmCmCfCfufUmUm SEQ ID AmsUfsGMAMGMGfUmCmAmMAmMAm SEQ ID NO:
037 GmAMCMCmUmCmAmMUm NO: 461 GmGMGFCMAfUmMUmCmsCmsUm 673
RX002 | CmsCmsUmUmUmGMmAFCFCfUmCm SEQ ID AmsAfsCmMAMCMCfAMUMGMAmMGM SEQ ID NO:
038 AmUmGmMGmUmGmUmUm NO: 462 GmUMCFAMATAMGMGmMsGmsCm 674
RX002 | GmsAmsCmCmUmCmAfUfGFGmUm SEQ ID UmsCfsAmCmGmMAfAMCmAmMCmCm SEQ ID NO:
039 GmUmUmCmGmUmMGmMAmM NO: 463 AmUMGFAMGFGmUmCmsAmsAm 675
RX002 | CmsUmsCmAmMUmMGMGFUfGfUmUm SEQ ID UmsCfsGmUmCmMAfCmGmAmMAmMCm SEQ ID NO:
040 CmGmMUmMGMAMCmMGmMAmM NO: 464 AmMCmMCFAMUfGMAMGmMsGmsUm 676
RX002 | UmsCmsAmUmGmMGmUTGFUfUmCm SEQ ID UmsUfsCmGmUmMCfAMCmGmAmMAmM SEQ ID NO:
041 GmUmGMAMCMGMAMAmM NO: 465 CmAMCFCmMAfUMGMAmMsGmsGm 677
RX002 | CmsUmsGmUmGMCmAFGfUfCmUm SEQ ID UmsGfsGmGmUmMUfAMGmMAmMGmAm SEQ ID NO:
042 CmUmAMAMCmCmCmAmM NO: 466 CmUmGFCmAFfCMAMGmsUmsGm 678
RX002 | GmsCmsCmAMGMAMAFGFCfCmCm SEQ ID AmsUfsGMCmUmMCFAMAMGMGmMGmM SEQ ID NO:
043 UmUmGmMAMGmMCmAmMUm NO: 467 CmUmUfCmUfGMGmMCmsUmsGm 679
RX002 | CmsAMsGMAMAMGmMCTCfCfUmUm SEQ ID UmsGfsAmUmGmMCfUmCmAmMAmMGmM SEQ ID NO:
044 GmMAMGMCmMAMUMCmAmM NO: 468 GmGMCfUmUfCmUmGmMsGmsCm 680
RX002 | GmsCmsAmUmMCmMAmMCfGFGFUmGm SEQ ID UmsUfsCmGmUmMGFCmGmMCmAmMCm SEQ ID NO:
045 CmGmMCmAMCmMGmMAMAmM NO: 469 CmGMUfGMAfUMGmMCmsUmsCm 681
RX002 | CmsGmsGmUmGmMCmGFCFAfCmGm SEQ ID UmsGfsCmUmUmCfUmUmCmGmUm SEQ ID NO:
046 AMAMGMAMAMGMCmMAmM NO: 470 GmMCMGFCMAfCmMCmGmsUmsGm 682
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RX002 | CmsCmsGmUmGmMGmMGFCFAfAMCm SEQ ID UmsUfsGmUmUmGFGmAmMGmUmUm SEQ ID NO:
047 UmCmCmAmMAMCmAmMAmM NO: 471 GmCmMCFfCmMAfCMGmMGmMsUmsGm 683
RX002 | CmsGmsUmGMGmMGMCFAfAfCmUm SEQ ID AmsUfsUmGmUmMUfGMGmMAMGmMUm SEQ ID NO:
048 CmCmAmMAMCmMAMAMUmM NO: 472 UmGmCfCmCFAMCmMGmsGmsUm 684
RX002 | GmsUmsGmGmGmCmAFfAFCfUmCm SEQ ID AmsAfsUmUmGmUfUMGmMGmMAmMGmM SEQ ID NO:
049 CmAMAMCmAMAmMUmUm NO: 473 UmUmGFCmCfCmAmMCmsGmsGm 685
RX002 | GmsCmsAmMAMCmUMCFCfAfAMCm SEQ ID AmsGfsGmMUmMAmMAfUMUmGmUmMUm SEQ ID NO:
050 AmAMUMUmMAMCmCmUm NO: 474 GmGMAFfGMUfUmMGMCmsCmsCm 686
RX002 | CmsUmsCmCmAmMAmMCFAfAfUmUm SEQ ID AmsUfsGMCmAMGFGmUmAmMAmUm SEQ ID NO:
051 AmCmCmUmGmMCmAmMmUm NO: 475 UmGmUfUmGFGmMAmMGmMsUmsUm 687
RX002 | GmsGmsGmGmMAmMGmMAFCFCfCmUm SEQ ID UmsGfsAmMCmGmUfUMGMAMGmMGm SEQ ID NO:
052 CmAMAMCmGmMUmCmAmM NO: 476 GmUmCfUmCfCmMCmMCmsGmsGm 688
RX002 | GmsGmsGmMAMGmMAmMCfCfCfUmCm SEQ ID UmsUfsGmAMCmGfUmUmMGMAMGm SEQ ID NO:
053 AmAMCMGMUMCmMAmMAmM NO: 477 GmGMUfCMUfCMCmMCmsCmsGm 689
RX002 | GmsAmsGmMAMCmMCmCfUfCfAMAm SEQ ID AmsGfsUmUmGmMAfCmGmUmUmGm SEQ ID NO:
054 CmGmUmMCmAmMAmMCmMUm NO: 478 AmGMGFGMUfCMUmMCmsCmsCm 690
RX002 | CmsCmsCmUmCmAmMAFfCfGfUmCm SEQ ID AmsGfsGMAMAMGFUmUmMGmMAmMCm SEQ ID NO:
055 AmAMCmUmUmCmCmUm NO: 479 GmUmMUFfGMAFGMGmMGmMsUmsCm 691
RX002 | UmsCmsAmAmMCmUmUfCFCfUmCm SEQ ID AmsUfsUmCmGmMCFAMGMGmMAMGmM SEQ ID NO:
056 CmUmGmMCmGmMAmMAmMUmM NO: 480 GMAMAFGMUfUMGmMAmMsCmsGm 692
RX002 | GmsAMsGMGMCmMCmMAFAfGFAMUm SEQ ID AmsGfsUmMAMGMCfGmGmAmMUmMCm SEQ ID NO:
057 CmCmGmCmUmMAmMCmUm NO: 481 UmUmGFGmCfCmUmCmsGmsUm 693
RX002 | AmsGmsAmUmCmCmGfCfUfAMCm SEQ ID UmsAfsGmGmUmMGFUmAMGmUmMAmM SEQ ID NO:
058 UmAMCmAMCmMCmUmAmM NO: 482 GmCmGfGMAfUMCmUmsUmsGm 694
RX002 | CmsGmsCmUmAMCmMUfAfCFAMCm SEQ ID UmsCfsAmGmGmUfAMGmMGmMUMGmM SEQ ID NO:
059 CmUmAMCMCmUMGmMAmM NO: 483 UmAmMGFUMAfGMCmGmsGmsAm 695
RX002 | GmsCmsUmAmMCmMmUmMAFCFAfCmCm SEQ ID AmsUfsCmAMGMGFUMAMGmMGmUm SEQ ID NO:
060 UmAMCmCmUmGmAmMUm NO: 484 GMUMAFGMUFAMGMCmsGmsGm 696
RX002 | CmsCmsGmUmMGMUMGFGFGfUmGm SEQ ID UmsUfsGmAmMCmGfUmCmCmAmMCm SEQ ID NO:
061 GmMAMCMGmMUmMCmAmMAmM NO: 485 CmCmAFfCMAFCMGmMGmMsAmMsGm 697
RX002 | GmsGmsGmCmUmCmGFCfUFGmGm SEQ ID UmsUfsUmUmAmMCfCmAMCmCmAmM SEQ ID NO:
062 UmGmGmUmMAmMAmMAmMAmM NO: 486 GMCMGFAMGFCMCmMCmsAmMsCm 698
RX002 | CmsCmsCmUmGmMAmMAFfGFAfUmAmM SEQ ID UmsCfsAmCmCmCfUmCmUmAmUm SEQ ID NO:
063 GMAMGMGMGMUmMGmMAmM NO: 487 CmUMUfCmMAfGMGmMGmMsUmsCm 699
RX002 | CmsGmsGmGmMAMGMAFfAfCFCmCm SEQ ID AmsCfsCmUmCmMAfUMGmMGmMGmMGmM SEQ ID NO:
064 CmAMUMGMAMGmMGmMUm NO: 488 UmUmCfUmCfCmCmGmsCmsAm 700
RX002 | GmsGmsGMAMGMAMAFCFCfCmCm SEQ ID AmsAfsCmCmUMCfAMUMGmMGmMGM SEQ ID NO:
065 AmUmGMAMGmMGmUmUm NO: 489 GmUmUfCMmUfCMCmMCmsGmsCm 701
RX002 | GmsAmsGMAMAMCmMCfCFCfAmUm SEQ ID AmsGfsAMAMCmMCfUMCmAmMUMGM SEQ ID NO:
066 GmMAMGMGMUmMUmCmUm NO: 490 GmGMGFUmMUfCmUmCmsCmsCm 702
RX002 | CmsUmsGmCmUmGmMCfAfAfCmUm SEQ ID UmsGfsUmGmAmMUfGmUmMAmMGmUm SEQ ID NO:
067 AmCmAMUMCmMAMCmAmM NO: 491 UmGmCfAMGICmAMGmMsUmsCm 703
RX002 | GmsGmsAMGmMUMAMAFCFCfUmGm SEQ ID UmsCfsCmUmCmAfUmMCmCmAmMGm SEQ ID NO:
068 GmMAMUmMGMAMGMGmMAmM NO: 492 GmUmUFAMCTUmMCmCmsUmsGm 704
RX002 | GmsUmsAMAMCmMCmUfGFGFAmUm SEQ ID AmsUfsGmUmCmCfUmCmAmMUmMCm SEQ ID NO:
069 GmMAMGMGMAMCmMAmMUmM NO: 493 CmAMGFGMUfUmAMCmsUmsCm 705
RX002 | GmsCmsAmMGmMAmMAmMGFAfGFAmAmM SEQ ID AmsAfsSAMCmGmMAfUMGmMUmMUmMCm SEQ ID NO:
070 CmAMUMCmGmUmUmUm NO: 494 UmCmUfUmCfUmGmMCmsAmsAm 706
RX002 | GmsAMSGMAMAMCMATUfCfGmUm SEQ ID UmsUfsCmGmGmMGFAMAMAMCmMGMm SEQ ID NO:
071 UmUmCmCmCmGmAmMAmM NO: 495 AmUmGFUmUfCmUmCmsUmsUm 707
RX002 | CmsCmsCmGmMAMAmMGIUfGFAMGm SEQ ID UmsCfsUmGmGmMGFAMAMCmUmMCm SEQ ID NO:
072 UmUmCmCmCmAmMGmMAmM NO: 496 AmMCmUTUMCIGMGmMGmsAmsAmM 708
RX002 | CmsGmsAMAMGMCmMUFCFAfUMGmM SEQ ID AmsAfsUmAMUMAfUmUmMCmAmMUm SEQ ID NO:
073 AmAMUmMAMUmMAmMUmUm NO: 497 GmAMGFCmUfUmCmGmsUmsAm 709
RX002 | GmsAMSAMGMCmUmMCFAfUfGmAmM SEQ ID AmsAfsAmUmAmMUfAMUmMmUmMCmAm SEQ ID NO:
074 AmUmAMUmMAmMUmUmUm NO: 498 UmGmMAFfGMCfUmUmCmsGmsUm 710
RX002 | CmsCmsCmUmUmCmGFAfGFGmUm SEQ ID UmsUfsAmCmUmGfUmGmMAmMCmCm SEQ ID NO:
075 CmAMCmAMGMUmMAmMAmM NO: 499 UmCmGFAMAFGMGmMGmMsGmsUm 711
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RX002 | CmsCmsUmUmCmGmMAFfGFGfUmCm SEQ ID AmsUfsUmAMCmUfGmMUmGmMAmMCm SEQ ID NO:
076 AmMCmAMGMUmAmMAmMUmM NO: 500 CmUmCFfGMAfFAMGMGmMsGmsGm 712
RX002 | UmsCmsAmCmAmMGmMUfAFAfUmGm SEQ ID AmsAfsGmMUmCmCfUmGmMCmAmMUm SEQ ID NO:
077 CmAMGMGmMAMCmUmUm NO: 501 UmAmMCfUmGFUmGmMAmMsCmsCm 713
RX002 | CmsCmsUmGMCmGmMGFCfUFAMCm SEQ ID AmsGfSAMGMUMAfGMGmMGmMUMAmM SEQ ID NO:
078 CmCmUmAmMCmUmCmUm NO: 502 GmCmMCfGMCFAMGMGmsUmsCm 714
RX002 | GmsCmsGmGmMCmUmMAFCFCfCmUm SEQ ID AmsAfsCMAMGMAfGMUMAmMGmMGm SEQ ID NO:
079 AmCmUmCmUmGmUmUm NO: 503 GmMUMAFGMCfCmGmMCmsAmsGm 715
RX002 | GmsGmsCmUmAmMCmMCFCfUFAMCm SEQ ID AmsCfsSAMAMCMAfGMAMGmMUmMAmM SEQ ID NO:
080 UmCmUmGmUmUmGmUm NO: 504 GmGMGFUMAFGMCmMCmsGmsCm 716
RX002 | GmsCmsUmAmMCmMCmCfUfAfCmUm SEQ ID AmsAfsCMAMAMCFAMGMAMGmMUm SEQ ID NO:
081 CmUmGmUmUmGmUmUm NO: 505 AmMGMGFGMUfAMGMCmsCmsGm 717
RX002 | AmsCmsCmCmUmAmMCfUfCfUmGm SEQ ID UmsCfsGmAmMAmMCfAMAMCmAmMGm SEQ ID NO:
082 UmUmGmUmUmCmGmAmM NO: 506 AMGMUFAMGIFGMGmMUmMsAmMsGm 718
RX002 | CmsCmsCmUmAMCmUfCfUfGmUm SEQ ID UmsUfsCmGmAmMAfCmAmMAmMCmAm SEQ ID NO:
083 UmGmUmUmCmGmAmMAmM NO: 507 GmMAMGFUMAFGMGmMGmMsUmsAm 719
RX002 | CmsCmsUmAmMCmUmMCFUfGfUmUm SEQ ID UmsUfsUmCmGmAfAMCmAmMAmMCm SEQ ID NO:
084 GmUmUmCmGmMAMAMAmM NO: 508 AMGMAFGMUfAMGMGmMsGmsUm 720
RX002 | CmsGmsAMAMAMCMGFAfGFCmAmM SEQ ID UmsUfsUmCmCmAfCmCmUmGmCm SEQ ID NO:
085 GmGMUmMGMGMAMAMAmM NO: 509 UmCmGfUmUfUmCmGmsAmMsAm 721
RX002 | GmsAMSAMAMCMGmMAFfGFCfAMGm SEQ ID AmsUfsUmUmCmCFAMCmCmUmGm SEQ ID NO:
086 GmUmGMGmMAMAMAMUm NO: 510 CmUmCfGmUfUmUmCmsGmsAm 722
RX002 | CmsGmsAMGMCmMAMGFGfUfGmGm SEQ ID UmsCfsGmGmAmUfUmUmCmCmAm SEQ ID NO:
087 AmMAMAMUMCmMCmMGmMAmM NO: 511 CmCmUfGmCfUmCmGmsUmsUm 723
RX002 | CmsAmsAmUmUmMAmMCfCfGFGmCm SEQ ID UmsUfsGmGmUmMUfCmUmGmMCmCm SEQ ID NO:
088 AmMGMAMAMCMCmMAmMAM NO: 512 GmGMUFAMAfUMUMGmMsUmsAm 724
RX002 | GmsGmsGmUmMGmMGmMAFAFCfUmAmM SEQ ID UmsUfsGmUmGmMGFAMGmUmMAmMGm SEQ ID NO:
089 CmUmCmCmAMCmAmMAmM NO: 513 UmUmCfCmAfCmCmCmsUmsCm 725
RX002 | GmsGmsUmGmMGmMAmMAFCFUFAMCm SEQ ID AmsUfsUmGmUmMGFGmMAmMGmMUmMAmM SEQ ID NO:
090 UmCmCmAmMCmAmMAmMUm NO: 514 GmUmMUFCMCFAMCmMCmsCmsUm 726
RX002 | GmsGmsAMAMCmUMAFfCfUfCmCm SEQ ID UmsGfsGmAmMUmMUfGmUmGmMGmAm SEQ ID NO:
091 AMCmAMAMUMCmMCmAmM NO: 515 GmUmMAFGmMUfUmCmCmsAmsCm 727
RX002 | CmsGmsUmCmAMCmMCFAfGFCmAm SEQ ID UmsUfsAmMCmGmGfUmCmUmGmCm SEQ ID NO:
092 GmMAMCMCmGMUmMAmMAmM NO: 516 UmGmMGFUMGFAMCmGmMsCmsCm 728
RX002 | CmsAmsCmCmAmMGmMCfAfGFAmMCm SEQ ID UmsGfsGmUmUmMAFfCMmGmMGmMUmMCm SEQ ID NO:
093 CmGmUmMAMAMCmMCmMAmM NO: 517 UmGmCfUmGFGmUmGmsAmsCm 729
RX002 | GmsGmsAmMAMGmMUmMCCfCfUmGm SEQ ID AmsCfsGmAMCmMCfUmUmCmAmMGm SEQ ID NO:
094 AmMAMGMGMUmMCmGmUm NO: 518 GmGmMAfCMmUfUmCmCmsUmsGm 730
RX002 | GmsUmsCmGmUmMGMCFCfGFGmAmM SEQ ID UmsGfsAmUmUmCfCmUmUmCmCm SEQ ID NO:
095 AmGMGMAMAMUMCmAmM NO: 519 GmGMCfAMCFGMAMCmsCmsUm 731
RX002 | CmsGmsUmGMCmCmGFGFATAMGm SEQ ID UmsCfsUmGmAmUfUmCmCmUmUm SEQ ID NO:
096 GmAMAMUMCMAMGmMAM NO: 520 CmCmGFfGMCFAMCmMGmMsAmMsCm 732
RX002 | GmsUmsGmCmCmGmMGFAfAfGmGm SEQ ID UmsUfsCmUmGmAfUmUmCmCmUm SEQ ID NO:
097 AmMAMUMCmAMGMAmMAmM NO: 521 UmCmCfGMGFCmAMCmsGmsAm 733
RX002 | CmsCmsGmGMAMAMGFGFAfAMUm SEQ ID UmsCfsAmUmUmCfUmGmAmMUmMUm SEQ ID NO:
098 CmAMGMAMAMUMGMAmM NO: 522 CmCmUfUmCFCMmGmMGmMsCmsAm 734
RX002 | CmsGmsGMAMAMGmMGFAFAfUmCm SEQ ID UmsUfsCmAmMUmUfCmUmGmMAmMUm SEQ ID NO:
099 AmGMAMAMUMGmMAmMAmM NO: 523 UmCmCfUmUfCmCmGmsGmsCm 735
RX002 | UmsGmsCmAmMGmMAmMCfCfUfCmAm SEQ ID UmsUfsGmGmUmMCFAMCmUmMGmMAmM SEQ ID NO:
100 GmUmMGmMAMCmMCmAmMAmM NO: 524 GmGMUfCMUfGMCmAmMsGmsGm 736
RX002 | GmsAmsCmCmAmMGmMAFAfUfUmCm SEQ ID UmsUfsGmCmAmMGfGmAMGmMAmMAmM SEQ ID NO:
101 UmCmCmUmGmMCmAmMAmM NO: 525 UmUmCfUmGFGmUmMCmsUmsCm 737
RX002 | GmsAMSAMCmMGMGmMCfUfGFAMAmM SEQ ID UmsGfsAMGmMGmUfGmMCmUmUmCm SEQ ID NO:
102 GmCmMAMCmCmMmUmCmAmM NO: 526 AmGMCFCMGfUmUmCmsCmsGm 738
RX002 | CmsGmsCmUmGmUmMGFCFAfUmUm SEQ ID AmsUfsCmCmAmMGFGmUmAmMAmMUmM SEQ ID NO:
103 AmCmCmUmGmMGmMAmMUm NO: 527 GmMCMAFCmMAfGMCmGmsAmsUm 739
RX002 | GmsCmsAmUmUmMAMCFCfUFGmGm SEQ ID CmsGfsUmUmUmCFAmMUmCmCmAmM SEQ ID NO:
104 AmUmMGmMAMAMAMCmGm NO: 528 GmGmMUFAMAfUMGmMCmsAmMsCm 740

- 08 -




RX002 | CmsCmsUmUmGmMGmAFGFCfUmCm SEQ ID UmsUfsCmUmUmGFAMUMGMAMGm SEQ ID NO:
105 AmUmCmAmMAMGmMAmMAmM NO: 529 CmUmCFCmAFAMGMGmMsCmsCm 741
RX002 | GmsCmsAmMGmMCmUmMGFGFCfCmUm SEQ ID UmsUfsGmUmCmUfGMAMAMGMGm SEQ ID NO:
106 UmCmAMGmMAMCmAmMAmM NO: 530 CmCmAfGMCfUmMGMCmsUmsGm 742
RX002 | CmsCmsGMCmCmUmMAFCIGfUmGm SEQ ID AmsCfsCmUmUmGFAMCmMCmAmMCm SEQ ID NO:
107 GmUmCmMAMAMGMGmMUm NO: 531 GmUmMAFGMGFCmMGmMGmsUmsCm 743
RX002 | CmsCmsUmAMCmGmMUfGFGfUmCm SEQ ID AmsAfsGmMAMCmMCfUmMUmMGmMAMCm SEQ ID NO:
108 AmAMGMGmMUmMCmUmUm NO: 532 CmAMCfGMUfAMGMGmMsCmsGm 744
RX002 | CmsGmsUmGmMGmMUmMCFAFAfGmGm SEQ ID AmsGfsSAMGMAMAfGMAMCmMCmUm SEQ ID NO:
109 UmCmUmUmCmUmCmUm NO: 533 UmGmAFCmCfAMCmGmsUmsAm 745
RX002 | CmsUmsCmUmGmGmCfUfGfUmCm SEQ ID AmsUfsGMAMGMGfUmUmGmMAmMCm SEQ ID NO:
110 AmMAMCmCmUmCmAmMUm NO: 534 AmMGMCFCMAfGMAMGmMsAmMsGm 746
RX002 | CmsUmsCmUmGmMCmGfGFGfFGmCm SEQ ID AmsUfsUmUmAmMAfCmAMGmMCmCm SEQ ID NO:
111 UmGmUmUmAmMAmMAmMUmM NO: 535 CmCmGfCMAfGMAMGmMsGmsAm 747
RX002 | CmsUmsGmUmUmAmMAFAfUfGmGm SEQ ID AmsGfsGMAMUMCFAMGmMCmMCmAmM SEQ ID NO:
112 CmUmGmAmMUmMCmCmUm NO: 536 UmUmUFAMAfCmMAMGmsCmsCm 748
RX002 | GmsGmsAMGMGMAmMUFGFCfGmMCm SEQ ID UmsAfsUmCmAmMCfGmGmGmCmGm SEQ ID NO:
113 CmCmGmMUmMGMAmMUmMAmM NO: 537 CmAmMUfCmCfUmCmCmsUmsGm 749
RX002 | GmsGmsCmCmCmUmMCFAfCfGmGm SEQ ID AmsAfsCMAMAMAFGMGMCmMCmGm SEQ ID NO:
114 CmCmUmUmUmGmUmUm NO: 538 UmGMAFfGMGFGmCmCmsAmsUm 750
RX002 | CmsUmsCmAMCmGmGfCfCfUmUm SEQ ID UmsGfsAmMGmMAMAfCMAMAMAMGM SEQ ID NO:
115 UmGmUmUmCmUmCmAmM NO: 539 GmCmMCfGMUfGMAMGmMsGmsGm 751
RX002 | CmsCmsUmUmUmGmUfUfCfUmCm SEQ ID AmsGfsCmMGmMAMGFAMUMGmMAmMGm SEQ ID NO:
116 AmUmCmUmCmGmCmUm NO: 540 AMAMCFAMAFAMGMGmMsCmsCm 752
RX002 | CmsUmsUmGMAMAmMGFCfCfAMAmM SEQ ID UmsCfsAmUmGmUfAMGmUmMUMGmM SEQ ID NO:
117 CmUmAMCmMAMUMGmMAmM NO: 541 GmCmUfUMCFAMAMGmMsGmsAm 753
RX002 | CmsCmsAMAMCmMUMAFCFAfUmGm SEQ ID UmsGfsUmAMGmMGfUmUmCmAmMUm SEQ ID NO:
118 AmAMCMCmUmMAMCmAmM NO: 542 GmMUMAFGMUfUMGmMGmMsCmsUm 754
RX002 | CmsCmsUmAmMCmAmMGFAfGFAMUm SEQ ID AmsGfsUmGmUMAfGMGmMAmMUmMCm SEQ ID NO:
119 CmCmUmAmMCmMAmMCmUm NO: 543 UmCmUfGmMUFAMGmMGmsUmsUm 755
RX002 | CmsUmsGmAmMCmMCmMAFCfAfGmCm SEQ ID UmsAfsUmCmUmUfUmGmGmMCmUm SEQ ID NO:
120 CmAMAMAMGMAMUMAmM NO: 544 GmUmMGFGMUfCmMAMGmMsAmMsAM 756
RX002 | CmsCmsAMCmMAMGmMCfCTAfAMAmM SEQ ID UmsUfsCmUmUmAfUmCmUmUmUm SEQ ID NO:
121 GmAMUmMAMAMGMAMAmM NO: 545 GmGMCfUMGFUmGmMGmsUmsCm 757
RX002 | GmsCmsCmAmMAMAMGFAfUfAMAmM SEQ ID AmsGfsCmGmGmUfUmCmUmUmMAmM SEQ ID NO:
122 GmMAMAMCMCmMGmMCmUm NO: 546 UmCmUfUmUFfGMGmMCmsUmsGm 758
RX002 | GmsCmsCmAMCmAmMUfCfCfUmAmM SEQ ID AmsGfsSAMGMGMGFCmAMUmMAmMGm SEQ ID NO:
123 UmGmCmCmCmUmCmUm NO: 547 GmAMUfGMUfGMGmMCmsCmsUm 759
RX002 | CmsCmsAmMCmAmMUmMCfCfUfAmUm SEQ ID AmsAfsGMAMGMGFGMCmAmMUmMAmM SEQ ID NO:
124 GmCmCmCmUmCmUmUm NO: 548 GmGMAfUMGFUMGmMGmMsCmsCm 760
RX002 | GmsGmsCmCmCmUmMAFCfUfGmCm SEQ ID UmsUfsUmUmAMmMGFCmUmMGMCmAmMm SEQ ID NO:
125 AmGMCmUmAMAMAMAM NO: 549 GmUMAFGMGFGMCmCmsAmsAm 761
RX002 | CmsUmsAmCmUmGmMCfAfGFCmUm SEQ ID AmsGfsUmCmUmUfUmUmAmMGmCm SEQ ID NO:
126 AmMAMAMAMGMAMCmUm NO: 550 UmGmMCFAMGFUMAMGmMsGmsGm 762
RX002 | CmsAmsGmCmUmAMAFAfAfGmAmM SEQ ID AmsGfsUmCmAmMAfAMGmUmMCmUm SEQ ID NO:
127 CmUmUmUmGmAmMCmUm NO: 551 UmUmUFAMGFCmUmGmMsCmsAm 763
RX002 | GmsCmsUmAMAMAmMAFGFAfCmUm SEQ ID AmsAfsSAMGmMUMCFAMAMAMGmUm SEQ ID NO:
128 UmUmGmAMCmUmUmUm NO: 552 CmUmUfUmUfAMGmMCmsUmsGm 764
RX002 | CmsCmsGmUmCmGmMUfGFCfGmUm SEQ ID UmsUfsGmAMGmMCfCmAmMAmMCmGm SEQ ID NO:
129 UmGmGmCmUmCmAmMAmM NO: 553 CmAMCfGMAFCMGMGmsGmsAm 765
RX002 | CmsGmsUmCmGmUmMGFCfGFUmUm SEQ ID AmsUfsUmGmMAmMGFCmCmAmMAmMCm SEQ ID NO:
130 GmGmMCmUmCmAmMAmMUm NO: 554 GMCMAfCMGFAMCMGmMsGmsGm 766
RX002 | CmsGmsUmGMCmGmUfUfGFGmCm SEQ ID UmsUfsCmAmMUmMUfGMAMGmMCmCm SEQ ID NO:
131 UmCmAmMAMUmGmMAmMAmM NO: 555 AMAMCFGMCFAMCMGmMsAmMsCm 767
RX002 | CmsGmsUmUmGmMGmMCFUfCTAMAmM SEQ ID UmsCfsUmGmUmUfCmAmMUmMUMGM SEQ ID NO:
132 UmGmMAMAMCmAMGmMAmM NO: 556 AmGMCFCMAFAMCmMGmMsCmsAmM 768
RX002 | GmsGmsCmUmCmAmMAfUfGFAMAmM SEQ ID UmsAfsUmCmUmCfUmGmUmUmCm SEQ ID NO:
133 CmAMGMAMGMAMUMAmM NO: 557 AmUmMUFGMAfGmMCmCmsAmMsAm 769
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RX002 | CmsUmsCmAmMAmMUMGFAfAfCmAmM SEQ ID AmsGfsUmAMUmMCfUmCmUmGmUm SEQ ID NO:
134 GmAMGMAMUmMAmMCmUm NO: 558 UmCmAfUmMUFGMAMGmMsCmsCm 770
RX002 | CmsCmsAmCmCmUmUTCTAfUmGm SEQ ID UmsGfsGmAMAMCFAMCmCmAmMUm SEQ ID NO:
135 GmUmGMUmUmMCmCmAmM NO: 559 GmMAMAFGMGFUMGmMGmMsCmsCm 771
RX002 | CmsAmsCmCmUmUmCFAfUfGmGm SEQ ID UmsUfsGmGmMAmMAfCmAMCmCmAmM SEQ ID NO:
136 UmGmUmUmCmCmAmMAmM NO: 560 UmGMAFAMGFGMUmMGmMsGmsCm 772
RX002 | GmsGmsUmGmUmUmMCfCFAfAMGm SEQ ID AmsGfsCMCmMAMAFfGMGmMCmUmUm SEQ ID NO:
137 CmCmUmUmGmMGmMCmUm NO: 561 GmGMAFAMCFAMCmMCmsAmsUm 773
RX002 | CmsCmsGmUmAMUMCFCfAfCmUm SEQ ID AmsGfsAmUmUmMCFfCmCmAMGmMUm SEQ ID NO:
138 GmGMGMAMAMUmCmUm NO: 562 GmGMAFfUMAFCMGmMGmsUmsGm 774
RX002 | GmsCmsCmUmCmCmUfGFCfGmAm SEQ ID UmsCfsUmUmCmUfGmAmMUmMCmGm SEQ ID NO:
139 UmCmAMGMAMAMGmMAmM NO: 563 CmAMGFGMAfGMGMCmsUmsGm 775
RX002 | UmsGmsCmGmAmMUmMCFAfGFAMAmM SEQ ID UmsUfsGmGmUmCfUmCmUmUmCm SEQ ID NO:
140 GmMAMGMAMCMCmAMAmM NO: 564 UmGmAFfUMCFGMCmAmMsGmsGm 776
RX002 | GmsAmsUmCmAmMGmMAFAfGFAMGm SEQ ID UmsCfsCmUmUmGFGmUmCmUmCm SEQ ID NO:
141 AmMCmCmMAMAMGMGMAmM NO: 565 UmUmCfUmGFAMUmMCmsGmsCm 777
RX002 | GmsUmsUmUmCmAMCFAfGfUmCm SEQ ID UmsCfsAmGmCmUfGmUmGmAmMCm SEQ ID NO:
142 AmMCmAMGMCmMUmMGmMAmM NO: 566 UmGmUFfGMAfAMAMCmsCmsCm 778
RX002 | UmsGmsAmMCmAmMAmMUTfGFUFAMCm SEQ ID UmsUfsAmMGmMCmAfUMGmMGmUmMAmM SEQ ID NO:
143 CmAMUMGmMCmUmMAmMAmM NO: 567 CmAMUfUMGFUMCmMAmMsCmsCm 779
RX002 | GmsUmsAmCmCmAmMUfGFCfUmAmM SEQ ID UmsUfsUmGmGmCfCmUmUmAmMGmMm SEQ ID NO:
144 AmGMGmMCmCmMAMAMAmM NO: 568 CmAmMUfGMGFUmMAmMCmsAmsUm 780
RX002 | CmsAmsAmCmUmCmAFCfCfUmGm SEQ ID AmsUfsUmUmAmMUfUmAmMCmAmMGm SEQ ID NO:
145 UmAmMAmMUmMAmMAmMAmUmM NO: 569 GmMUMGFAMGFUmUmMGmMsAmsUm 781
RX002 | CmsCmsUmGmUmMAMmMAfUfAfAMAmM SEQ ID AmsGfsGmMUmCmGFAmMAmMUmUmUm SEQ ID NO:
146 UmUmCmGmAMCmCmUm NO: 570 AmMUMUFAMCFAMGMGmMsUmsGm 782
RX002 | GmsUmsAmAmMUmMAmMAFAfUfUmCm SEQ ID UmsUfsGmAMGmMGfUmMCmGmMAmMAmM SEQ ID NO:
147 GmAMCMCmUmMCmMAmMAmM NO: 571 UmUmUFAMUfUMAMCmsAmsGm 783
RX002 | CmsGmsAMCmCmUMCFAfAfGmGm SEQ ID UmsAfsUmGmGmUfGmMAmMCmCmUm SEQ ID NO:
148 UmCmAMCmMCmAmMUmAmM NO: 572 UmGmMAFGMGfUMCmGmMsAmsAm 784
RX002 | GmsAmsCmCmUmCmAFfAfGFGmUm SEQ ID UmsUfsAmUmGmMGFUmMGmMAmMCmMCm SEQ ID NO:
149 CmAMCmCmAMUMAMAmM NO: 573 UmUmGFAMGFGMmUmMCmsGmsAm 785
RX002 | CmsAMSAMGMGmMUMCFAfCfCmAm SEQ ID UmsGfsGmUmUmUfUmAmMUmGmGm SEQ ID NO:
150 UmAMAMAMAMCmMCmAmM NO: 574 UmGMAFCmMCfUmUmGmMsAmMsGm 786
RX002 | CmsCmsAMGMCmMAMCfCfGFGmAm SEQ ID UmsUfsUmCmUmGfUmUmUmCmCm SEQ ID NO:
151 AmMAMCmMAMGMAMAMAmM NO: 575 GmGmUfGMCfUmMGmMGmsUmsUm 787
RX002 | GmsCmsAmCmCmGmMGfAfAfAMCm SEQ ID UmsCfsUmUmUmUfCmUmGmUmUm SEQ ID NO:
152 AmMGMAMAMAMAMGMAmM NO: 576 UmCmCfGMGfUmGmMCmsUmsGm 788
RX002 | GmsGmsCmCmUmCmAfGFGFAMUm SEQ ID UmsUfsCmUmUmGFGmCmAmMUmMCm SEQ ID NO:
153 GmCmCmAMAMGMAMAmM NO: 577 CmUmGFAMGFGmMCmCmsUmsCm 789
RX002 | CmsAmsGmGMAMUMGFCfCTAMAmM SEQ ID UmsAfsGmUmGmUfUmCmUmUmGm SEQ ID NO:
154 GmAMAMCmMAMCmUmMAmM NO: 578 GMCMAfUMCFCmMUmMGmsAmsGm 790
RX002 | GmsAmsUmGmMCmCmAfAfGFAMAmM SEQ ID UmsCfsAmUmAmMGfUmGmUmUmMCm SEQ ID NO:
155 CmAMCmUmAMUmMGmMAmM NO: 579 UmUmGFGmCfAMUmCmsCmsUm 791
RX002 | CmsCmsAMAMGMAmMAFCFAfCmUm SEQ ID AmsGfsGmMAMUMCFAMUmMAmMGmUm SEQ ID NO:
156 AmUmGmMAMUMCmCmUm NO: 580 GmUmUfCmUfUmGmMGmsCmsAm 792
RX002 | AmsGmsAMAMCMAmMCFUfAfUmGm SEQ ID UmsCfsAmMAMGmMGFAMUMCmMAmMUmM SEQ ID NO:
157 AmUmCmCmUmUmGmAmM NO: 581 AmGmMUFGMUfUMCmUmsUmsGm 793
RX002 | GmsAMSGMAMCMCmMAFGFGFAmMUm SEQ ID AmsUfsAMGmUMGFGmCmAmMUmMCm SEQ ID NO:
158 GmCmCmAMCmUMAmMUmM NO: 582 CmUmGFGmUfCmUmCmsCmsCm 794
RX002 | CmsCmsAmMGmMGMAmMUfGFCfCmAm SEQ ID AmsGfsSAMCmAMUfAMGmMUmMGmMGm SEQ ID NO:
159 CmUmAMUmGmMmUmMCmUm NO: 583 CmAmMUfCMCfUMGMGmsUmsCm 795
RX002 | CmsAmsGmMGmMAmMUmMGFCfCfAmCm SEQ ID UmsAfsGmAMCmAfUMAMGmMUMGmM SEQ ID NO:
160 UmAMUmGmMUmMCmUmAmM NO: 584 GmMCMAfUMCFCmMUmGmsGmsUm 796
RX002 | GmsGmsAmUmGmCmCFAfCfUmAmM SEQ ID UmsAfsUmAMGmMAFfCmAMUMAMGmM SEQ ID NO:
161 UmGmUmCmUmAmMUmMAmM NO: 585 UmGmMGFCmAfUmMCmCmsUmsGm 797
RX002 | GmsAmsUmGmCmCmAFCfUFAMUm SEQ ID AmsUfsAmMUmAMGFAMCmAmMUmMAm SEQ ID NO:
162 GmUmCmUmAmMUmMAmMUm NO: 586 GmUmMGFGMCFAMUmMCmsCmsUm 798
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RX002 | GmsUmsUmGmMAMCmMAFGFAfUmAmM SEQ ID UmsGfsGmAMGmMAfUmMGmUmAmMUm SEQ ID NO:
163 CmAMUmMCmUmCmCmAmM NO: 587 CmUmGfUmMCFAMAMCmsAmsCm 799
RX002 | GmsAmsCmAMGmMAmMUFAFCfAmMUm SEQ ID AmsCfsUmUmGmGFAMGmMAmMUmMGm SEQ ID NO:
164 CmUmCmCmAMAMGmMUm NO: 588 UmAmUfCmUfGmMUmCmsAmsAm 780
RX002 | CmsAmsGmAMUMAMCFAfUfCmUm SEQ ID AmsUfsAmCmUmUfGmMGmMAmMGmAm SEQ ID NO:
165 CmCmAMAMGMUmAmMUm NO: 589 UmGmUFAMUfCmUmGmsUmsCm 801
RX002 | AmsGmsAmUmAmMCmAfUfCfUmCm SEQ ID CmsAfsUmAMCmUfUmMGmMGmMAmMGm SEQ ID NO:
166 CmAMAMGMUMAMUmMGmM NO: 590 AmUmGFUmMAfUMCmUmsGmsUm 802
RX002 | GmsAmsUmAMCmAmMUfCfUfCmCm SEQ ID UmsCfsAmUmAmMCfUmUmGmGmMAmM SEQ ID NO:
167 AmAMGMUmMAmMUmMGmAmM NO: 591 GmAMUfGMUFAMUMCmsUmsGm 803
RX002 | CmsCmsAMAMGMUMAFUFGFAMGm SEQ ID UmsUfsGmUmCmCfAMGmMCmUmCm SEQ ID NO:
168 CmUmGmMGmMAMCmAmMAmM NO: 592 AmMUMAFCmMUfUmGMGmMsAmMsGm 804
RX002 | GmsGmsAmCmAMAMAFGFCfCmUm SEQ ID AmsUfsCmGmMGmMAFfGMAMAMGmMGm SEQ ID NO:
169 UmCmUmCmCmGmAmMUm NO: 593 CmUmUfUmGFUmCmCmsAmsGm 805
RX002 | GmsAmsCmAMAMAMGFCfCfUmUm SEQ ID UmsAfsUmCmGmGFAMGmMAMAMGmM SEQ ID NO:
170 CmUmCmCmGmMAmMUmMAmM NO: 594 GmCmUfUmUfGmUmCmsCmsAm 806
RX002 | GmsCmsCmUmUmCmUfCfCfGmAmM SEQ ID UmsGfsUmUmCmCfUmAmMUmMCmGm SEQ ID NO:
171 UmAMGMGmMAmMAmMCmAmM NO: 595 GMAMGFAMAFGMGmMCmsUmsUm 807
RX002 | CmsCmsGmAmMUmMAmMGFGFAfAMCm SEQ ID AmsUfsGMAMGMGFGmUmGmUmUm SEQ ID NO:
172 AmCmCmCmUmCmAmMUm NO: 596 CmCmUFAMUTCmMGMGmMsAmsGm 808
RX002 | GmsAMsUMAMGMGmMAFAfCTAMCm SEQ ID UmsGfsAmMUmMGmMAfGmGmGmUmGm SEQ ID NO:
173 CmCmUmCmAMUmMCmAmM NO: 597 UmUmCfCmUfAMUmMCmsGmsGm 809
RX002 | CmsUmsGmGmMAMCMAFAfGFGmUm SEQ ID AmsGfsUmGmUmMGFAMGmMAMCmMCm SEQ ID NO:
174 CmUmCmAmMCmAmMCmUm NO: 598 UmUmGFUmCfCmAmMGmMsGmsUm 810
RX002 | GmsCmsUmUmUmCmMAFAFAfGmUm SEQ ID AmsUfsUmGmGmMUfGmAmMAmMCmUm SEQ ID NO:
175 UmCmAMCmCmAmMAmMUmM NO: 599 UmUmGFAMAfAMGmMCmsUmsAm 811
RX002 | CmsUmsUmUmCmAMAFAfGfUmUm SEQ ID UmsAfsUmUmGmGfUmGmAmMAmMCm SEQ ID NO:
176 CmAMCmMCmAmMAMUmMAmM NO: 600 UmUmUFfGMAfAMAMGmMsCmsUm 812
RX002 | CmsAmsGmUMCmMAmMAFGFGfUmCm SEQ ID UmsAfsGmGmCmGfUMAMGMAMCm SEQ ID NO:
177 UmAMCmGmMCmCmUmAmM NO: 601 CmUmUfGMAfCmUmGmMsCmsUm 813
RX002 | GmsUmsCmAMAMGmGFUfCfUmAm SEQ ID AmsAfsUmMAMGMGFCmGmUmMAmMGm SEQ ID NO:
178 CmGmCmCmUmAmMUmMUm NO: 602 AmCmCfUmUfGmMAmMCmsUmsGm 814
RX002 | AmsGmsGmUmCmUMmMAFfCfGFCmCm SEQ ID UmsUfsGmUmMAMAfUMAMGmMGmCm SEQ ID NO:
179 UmAMUmMUmMAmMCmAmMAmM NO: 603 GmUmMAFGMAfCmCmUmsUmsGm 815
RX002 | GmsCmsUmGmUmMAMCTCFCfGmGm SEQ ID UmsGfsGmUmMAMGFAMAMCmMCmGm SEQ ID NO:
180 UmUmCmUmAmMCmCmAmM NO: 604 GmGmMUFAMCFAMGmMCmsUmsUm 816
RX002 | CmsUmsGmUmAMmMCmCfCfGfGmUm SEQ ID AmsUfsGMGmMUMAfGMAmMAMCmMCm SEQ ID NO:
181 UmCmUmAmMCmCmAmMUm NO: 605 GmGMGFUMAFCMAMGmsCmsUm 817
RX002 | CmsCmsGmGMAMAMAFAFGFGmAmM SEQ ID UmsUfsCmCmAmMmUfCmCmUmCmCm SEQ ID NO:
182 GmGMAMUMGMGmMAmMAmM NO: 606 UmUmUfUmCFCmGmGmsAmsUm 818
RX002 | CmsGmsGmAmMAmMAmMAFGFGFAmMGm SEQ ID UmsUfsUmCmCmAfUmCmCmUmCm SEQ ID NO:
183 GmAMUMGMGmMAmMAmMAmM NO: 607 CmUmUfUmUfCMmCmGmsGmsAm 819
RX002 | GmsAmsGmMGmMAMUmMGIGFAfTAMAmM SEQ ID UmsGfsUmUmCmAfGmCmUmUmUm SEQ ID NO:
184 GmCmUmGmMAMAmMCmAmM NO: 608 CmCmAfUMCFCmUmCmsCmsUm 820
RX002 | GmsCmsCmGmMCmUmMGfUfGFCmUm SEQ ID UmsUfsCmUmCmCfUmCmAmMGmMCm SEQ ID NO:
185 GMAMGMGMAMGMAMAmM NO: 609 AmMCmMAFGMCFGMGMCmsAmMsCm 821
RX002 | CmsCmsGmCmUmGMUfGFCfUmGm SEQ ID AmsUfsUmCmUmCfCmUmCmAmMGm SEQ ID NO:
186 AmGMGMAMGmMAmMAmMUm NO: 610 CmAMCFAMGFCMGMGmsCmsAm 822
RX002 | CmsGmsCmUmGmUmMGFCfUFGmAmM SEQ ID AmsAfsUmUmCmUfCmCmUmCmAm SEQ ID NO:
187 GmGMAMGMAMAMUmMUm NO: 611 GMCMAfCMAFfGMCmMGmsGmsCm 823
RX002 | GmsUmsGmCmUmGmMAFGFGFAmMGm SEQ ID AmsAfsGMCmAMAfUmMUmCmUmMCm SEQ ID NO:
188 AmAMUmMUmGmMCmUmUm NO: 612 CmUmCFAMGFCmMAMCmsAmsGm 824
RX002 | GmsCmsUmGmMAmMGmMGFAfGFAmMAmM SEQ ID UmsGfsAMAMGmMCFAMAMUMUMCm SEQ ID NO:
189 UmUmGmCmUmUmCmAmM NO: 613 UmCmCfUmCFAMGmMCmsAmsCm 825
RX002 | GmsGmsAMGMAMAmMUfUFGFCmUm SEQ ID UmsUfsGmUmAmMUfGmMAmMAmMGmCm SEQ ID NO:
190 UmCmAmMUmMAMCmAmMAmM NO: 614 AmAMUFUMCfUmCmCmsUmsCm 826
RX002 | GmsAmsGmAMAmMUMUFGFCfUmUm SEQ ID UmsUfsUmGmUmMAfUmMGmMAmMAmMGm SEQ ID NO:
191 CmAMUmMAMCmAmMAmMAmM NO: 615 CmAMAfUMUfCMmUmMCmsCmsUm 827
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RX002 | GmsUmsGmMAMGmMCmCfAfGFGmAmM SEQ ID UmsAfsGmUmCmCfAMCmUmCmCm SEQ ID NO:
192 GmUmGMGmMAMCmUmMAmM NO: 616 UmGmGFCmUfCmMAmMCmsAmsGm 828
RX002 | CmsCmsAMGMGmMAMGFUfGFGmAmM SEQ ID AmsCfsAMCmMAmMUfAMGmUmCmCm SEQ ID NO:
193 CmUmAMUmMGmMUmMGmMUm NO: 617 AmCmUfCMCfUmGmMGmMsCmsUm 829
RX002 | CmsAmsGMGMAMGmMUTGFGFAMCm SEQ ID UmsAfsCmAMCmAfUMAMGmUmMCm SEQ ID NO:
194 UmAMUmGmMUmGmMUmAmM NO: 618 CmAMCfUmCFCmUmGmMsGmsCm 830
RX002 | GmsGmsAMGMUMGMGFAfCfUmAmM SEQ ID UmsGfsUmAMCmMAfCmAMUMAMGmM SEQ ID NO:
195 UmGmUmGmUmMAmMCmAmM NO: 619 UmCmCFAMCfUmMCmCmsUmsGm 831
RX002 | GmsAmsGmUmMGmMGmMAFCfUfAmMUm SEQ ID UmsUfsGmUmAMCFAMCmAmMUMAmM SEQ ID NO:
196 GmUmGmMUmMAMCmMAMAmM NO: 620 GmUmMCfCmAfCmMUmCmsCmsUm 832
RX002 | GmsUmsGmGmAMCmUFAfUfGmUm SEQ ID UmsCfsUmUmGmUfAMCmAmMCmAmM SEQ ID NO:
197 GmUmAMCmMAMAMGMAmM NO: 621 UmAmMGFUMCFCmAmMCmsUmsCm 833
RX002 | CmsCmsAmAMUmMGmMAFCfUfUmUm SEQ ID UmsAfsCmUmCmGfUmCmAmMAmMAm SEQ ID NO:
198 GmMAMCMGMAMGMUmMAmM NO: 622 GmUmCfAMUTUMGmMGmsAmsCm 834
RX002 | GmsAmsCmUmUmUmGFAFCfGmAmM SEQ ID UmsGfsAmUmGmUfAMCmUmMCmGm SEQ ID NO:
199 GmUmAMCmMAmMUMCmAmM NO: 623 UmCmAFfAMAfGmMUmMCmsAmsUm 835
RX002 | AmsCmsUmUmUmGmMATFCFGFAMGm SEQ ID AmsUfsGMAMUMGFUMAMCmUmMCm SEQ ID NO:
200 UmAMCmAmMUmMCmAmMUmM NO: 624 GmUmMCfAMAfAMGmMUmsCmsAm 836
RX002 | GmsAmsCmGmMAmMGmUTAFCfAmMUm SEQ ID UmsGfsGmCmCmAfUmMGmMAmMUMGmM SEQ ID NO:
201 CmAMUMGMGmMCmCmAmM NO: 625 UmAmMCfUmCFGmUmCmsAmsAm 837
RX002 | CmsAmsUmCmAmMAmMGFUfCFAMGm SEQ ID AmsUfsCmCmGmMAFfGmMCmCmUmGm SEQ ID NO:
202 GmMCmMUmMCmGmMGmMAmMUm NO: 626 AmCmUfUMGFAMUMGmMsGmsUm 838
RX002 | CmsAmsGmGMCmUmMCIGFGFAMUm SEQ ID UmsGfsCmAmMCmCfUmCmAmMUmMCm SEQ ID NO:
203 GmMAMGMGMUmMGmMCmMAmM NO: 627 CmGmMAfGMCfCmUmGmsAmsCm 839
RX002 | GmsCmsUmCmGmMGmMAfUfGFAMGm SEQ ID AmsCfsCmUmGmMCfAMCmCmUmCm SEQ ID NO:
204 GmUMGMCmMAMGMGmMUm NO: 628 AmUmMCFCMmGFAMGmMCmsCmsUm 840
RX002 | CmsGmsUmUmCmAmUfCFAfGmCm SEQ ID UmsUfsGmAmMUmMGFGmGmGmCmUm SEQ ID NO:
205 CmCmCmAMUMCmAmMAmM NO: 629 GMAMUFGMAFAMCMGmsUmsGm 841
RX002 | GmsGmsGmGmUmMCmUfCfUfCmCm SEQ ID AmsAfsSAMUmMCmGFGmAMGmMGmAmM SEQ ID NO:
206 UmCmCmGmAmMUmUmUm NO: 630 GmMAMGFAMCFCMCmMCmsAmsCm 842
RX002 | CmsCmsGmAmMUmMUmMUFCfUFGMmGm SEQ ID UmsUfsCmUmCmUfCmCmCmCmAm SEQ ID NO:
207 GMGMAMGMAMGMAMAmM NO: 631 GMAMAFAMUFCMGmMGmMsAmMsGm 843
RX002 | CmsUmsCmAmMGmMCmUfAFCfAmMUm SEQ ID UmsCfsCmCmGmAfUMGmMAmMUmMGm SEQ ID NO:
208 CmAMUMCmGMGmMGmMAmM NO: 632 UmAMGFICMUfGMAMGmMsGmsUm 844
RX002 | GmsCmsUmAmMCmAmUfCFAfUmCm SEQ ID UmsCfsCmUmUmCFfCmCmGmAmUm SEQ ID NO:
209 GmGMGMAMAMGMGMAmM NO: 633 GmAMUfGMUFAMGMCmsUmsGm 845
RX002 | CmsCmsGmMAMGMGmMAFGFGFAMCm SEQ ID UmsGfsGmCmAmUfUmCmGmUmMCm SEQ ID NO:
210 GmAMAMUMGMCmCmAmM NO: 634 CmUmCFCmUfCmGmMGmMsGmsCm 846
RX002 | CmsGmsAMGMGMAmMGFGFAfCmGm SEQ ID UmsUfsGmGmMCmAfUmUmMCmGmUm SEQ ID NO:
211 AmAMUMGMCmMCmMAmMAmM NO: 635 CmCmUfCmCfUmMCmMGmMsGmsGm 847
RX002 | CmsUmsUmUmGmMGmMGFUfGFCmCm SEQ ID UmsCfsAmGmUmMUfGMGmMGmMGmMCm SEQ ID NO:
212 CmCmAMAMCMUMGmMAmM NO: 636 AmMCmMCfCMAfAMAMGmMsAmMsCm 848

[00583] Table 6: Sequence Information of SiRNAs

siRNA No. sense strand (5'-3") antisense strand (5'-3")

RX002213 CmsAmsGmAmMCmMAMGfAdCfAMAmM SEQ ID AmMsGfsAMUMGMGfUmCmUmUmGm SEQ ID
GmMAMCMCmAMUmMCmUm NO: 849 UmCmUfGmUfCmUmGmMsGmsAm NO: 644

RX002214 CmsAmsAmMGmMCmMAMGFGdAfCmUm SEQ ID AmMsGfSAMCMAMAfGMGMAMGmMUmM SEQ ID
CmCmUmUmGmUmCmUm NO: 850 CmCmUfGMCfUmMUmGmMsAmMsCm NO: 650

RX002215 CmsAmsGmAMGmMAmMAfAdUfUmMCm SEQ ID AmsUfsGMUMAMGIUMAMGmMAmMAmM SEQ ID
UmAMCmUmAMCmAmMUm NO: 851 UmUmUFfCmUfCmUmGmsUmsAm NO: 665

RX002216 UmsCmsAmAmMCmUmUfCdCfUmCm SEQ ID AmsUfsUmCmGmMCfAMGMGMAMGmM SEQ ID
CmUmGmMCmGmAmMAmMUm NO: 852 GmMAMAfGMUfUMGmMAmMsCmsGm NO: 692

RX002217 GmsCmsAMGMAMAMGfAdGFAMAM SEQ ID AmMsAFSAMCMGmMAfUMGmUmMUmMCm SEQ ID
CmAMUMCmGmMUmUmUm NO: 853 UmCmUfUmCfUmGmMCmsAmMsAm NO: 706

- 102 -




RX002218 CmsGmsAMAMGMCmMUfCAAfUmGm SEQ ID AmsAfsUmAMUmMAfUmUmCmAmMUm SEQ ID
AmAMUmMAMUmMAmMUmMUm NO: 854 GmMAMGFCmUfUmCmGmsUmsAm NO: 709

RX002219 CmsCmsUmAMCmUMCTTdGfUmUm SEQ ID UmsUfsUmCmGmAfAMCmAmMAmMCmMA | SEQ ID
GmUmUmCmGmAMAMAmM NO: 855 MGMAfGMUTAMGMGmMsGmsUm NO: 720

RX002220 CmsCmsAMAMCmMUMAFCAdAfUmGm SEQ ID UmsGfsUmAMGmMGfUmUmCmAmMUm SEQ ID
AmMAMCMCmUmMAMCmAmM NO: 856 GmUMAFfGmMUfUmGmMGmsCmsUm NO: 754

RX002221 CmsAmsGmCmUmMAmMAfAJAfGmAmM SEQ ID AmsGfsUmMCmAmMAFAMGmUmCmUm SEQ ID
CmUmUmUmGmAmMCmUm NO: 857 UmUmUFAMGFCmUmGmsCmsAm NO: 763

RX002222 CmsGmsUmCmGmUmMGFCdGfUmUm SEQ ID AmsUfsUmMGMAMGFCmCmMAMAMCmMG | SEQ ID
GmGMCmUmMCmAmMAmMUm NO: 858 MCMAFfCMGFAMCMGmMsGmsGm NO: 766

RX002223 CmsAmsAmCmUmMCmMAFCdCfUmGm SEQ ID AmsUfsUmUmAmMUfUmAMCmAmMGm SEQ ID
UmAMAMUmAmMAmMAmUmM NO: 859 GmMUMGFAMGIUmMUmMGmsAmsUm NO: 781

RX002224 CmsAmsGmAmMUmMAmMCfAdUfCmUm SEQ ID AmsUfsAMCmUmMUfGMGmMAmMGmMAmM SEQ ID
CmCmAMAMGmMUmMAmMUmM NO: 860 UmGmUFfAMUfCmUmMGmsUmsCm NO: 801

RX002225 CmsCmsGmMAMUMAMGFGdAfAMCm SEQ ID AmsUfsGMAMGMGFGmUmGmUmUm SEQ ID
AmCmCmCmUmCmAmMUm NO: 861 CmCmUFfAMUFfCMGmMGmMsAmsGm NO: 808

iﬁ%%@zﬂ( GMsAMSGMCMCMGMUUMCFUFCTU | SEQ ID Qgﬁixmé%?n%ﬂgm&:gﬁ?fm@é SEQ ID
) mMAMCmMAMAMUmMUmMAmMCmUm NO: 862 m NO: 881
RX002227 AmsAmsAmUmUmCmUfAdCfUmAmM SEQ ID UmsAfsUmAMGmMAfUmMGmUmMAmMGm SEQ ID
CmAMUmMCmUmAmMUmAmM NO: 863 UmAMGFAMAfUmUmUmsCmsUm NO: 666

RX002228 CmsUmsCmCmAmAmMCfAdAfUmUm SEQ ID AmsUfsGMCmAMGFGmUmAmMAmMUm SEQ ID
AmCmCmUmGmMCmAmMUm NO: 864 UmGmUfUmGFGMAmMGmMsUmsUm NO: 687

RX002229 CmsUmsGmCmUmGmCFAdAfCmUm SEQ ID UmsGfsUmGmAmMUfGmUmMAmMGmUm SEQ ID
AmMCmAMUmMCmAMCmMAmM NO: 865 UmGmCfAMGFCmMAMGmMsUmsCm NO: 703

RX002230 GmsAMsAMGmMCmUmMCfAdUfGmAmM SEQ ID AmsAfsAmUmAmMUfAMUmMUmMCmAm SEQ ID
AmUmAmMUmMAmMUmMUmUm NO: 866 UmGmAFfGmMCfUmUmCmsGmsUm NO: 710

RX002231 CmsCmsUmUmCmGmAFGdGfUmCm SEQ ID AmsUfsUmMAMCmUfGMUmMGmMAmMCmC | SEQ ID
AmMCmAMGMUmMAmMAmMUm NO: 867 mUMCFGMAfAMGMGmMsGmsGm NO: 712

RX002232 CmsCmsGMGMAMAMGIGdAfAmMUm SEQ ID UmsCfsAmUmUmCfUmGmAmMUmUmC | SEQ ID
CmAMGMAMAMUMGMAmM NO: 868 mCmUfUmCfCmGmMGmsCmsAm NO: 734

RX002233 CmsGmsCmUmGmMUmMGFCdAfUmUm SEQ ID AmsUfsCmCmAMGFGmUmMAmMAmMUmM SEQ ID
AmCmCmUmGmMGmMAmMUm NO: 869 GmCmMAFCMAFfGMCmGmsAmsUm NO: 739

RX002234 CmsUmsUmGmAmMAMGTCAdCfAmMAmM SEQ ID UmsCfsAmUmGmUfAMGmUmUmMGm SEQ ID
CmUmAMCmAMUmMGmMAmM NO: 870 GmCmUfUMCFAMAMGmMsGmsAm NO: 753

RX002235 CmsUmsAmCmUmGmCFAdGfCmUm SEQ ID AmsGfsUmCmUmUfUmUmAmMGmCm SEQ ID
AmMAMAMAMGMAMCmUm NO: 871 UmGmCfAMGIUMAMGmMsGmsGm NO: 762

RX002236 GmsCmsUmAmMAmMAmMAFGdAfCmUm SEQ ID AmsAfSAMGMUMCFAMAMAMGmMUmM SEQ ID
UmUmGmAMCmUmUmUm NO: 872 CmUmUfUmUFAMGmMCmsUmsGm NO: 764

RX002237 AmsGmMsAMAMCMAMCFUJAfUMGm SEQ ID UmsCfsAMAMGmMGFAMUmMCmAmMUm SEQ ID
AmUmCmCmUmUmGmAmM NO: 873 AmGmMUfGMUfUmCmUmsUmsGm NO: 793

RX002238 GmsAmsUmAmMCmAmUfCdUfCmCm SEQ ID UmsCfsAmUmAmMCfUmUmGmMGmMAmM SEQ ID
AmAMGMUMAMUMGMAmM NO: 874 GmAMUfGMUfAMUMCmsUmsGm NO: 803

RX002239 GmsGmsAMCMAMAMATGACfCmUm SEQ ID AmsUfsCmGMGMAfGMAMAMGMGmM SEQ ID
UmCmUmCmCmGmAmMUm NO: 875 CmUmUfUmGfUmCmCmsAmsGm NO: 805

RX002240 CmsUmsUmUmCmAmMAFfAJGfUmUm SEQ ID UmsAfsUmUmGmGfUmGmAmMAmMCm SEQ ID
CmAMCMCmAmMAMUmMAmM NO: 876 UmUmUFfGMAFAMAMGmMsCmsUm NO: 812

RX002241 CmsAmsGmUmCmMAmMAfGdGfUmCm SEQ ID UmsAfsGmGmMCmGfUMAMGmMAmMCmC | SEQ ID
UmAMCmGmMCmCmUmAmM NO: 877 mUMUfGMAfCmUmMGmMsCmsUm NO: 813

RX002242 GmsUmsCmAmMAmMGmGfUdCfUmAm SEQ ID AmsAfsUMAMGMGFCMGmMUmMAmMGm SEQ ID
CmGmCmCmUmAmMUmMUm NO: 878 AmCmCfUmUfGMAMCmsUmsGm NO: 814

RX002243 GmsAMsGMAMAMUMUFGACfUmUm SEQ ID UmsUfsUmGmUmAfUmMGmAmMAmMGm SEQ ID
CmAMUMAMCmAmMAMAmM NO: 879 CmAMAfUMUfCmUmCmsCmsUm NO: 827

RX002244 CmsGmsAMGMGMAMGFGdAfCmGm SEQ ID UmsUfsGmGmMCmAfUmUmCmGmUmC | SEQ ID
AmAMUMGMCmMCmAmMAmM NO: 880 mCmUfCMCFUMCmMGmMsGmsGm NO: 847

RXMO0200 | AmsGmsAMAMGMAmMAFGFAfUfAmU SEQ ID AmsGfsAMGMAMUfAMAMUMAmMUmM SEQ ID
3 mUmAMUmCmUmCmUm NO: 882 CmUmUfCmUfUmCmUmsGmsGm NO: 883
RX000001 UmsUmsCmUmCmCmGfAfAfCmGm SEQ ID AmsCfsGmUmMGmMAfCmAMCmGmUmMU | SEQ ID
UmGmUmCmAMCmGmUm NO: 884 mMCmMGFGMAfGMAMAmMsCmsUm NO: 886
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RX000002 UmsUmsCmUmCmCmGfAJAfCmGm SEQ ID AmsCfsGmUmMGmMAfCmAMCmGmUmMU | SEQ ID
UmGmUmCmAMCmGmUm NO: 885 MCMGfGMAfGMAmMAmMsCmsUm NO: 886
[00584] Table 7: Sequence Information of SIRNASs
S'E?A sense strand (5'-3") antisense strand (5'-3")
RX002 | CmsGmsAMAMGMCmMUFCFAfUfGmMA SEQ ID AmsAfsUmMAMUMAfUMUmMCFAMUMGm SEQ ID
245 mAMUmMAmMUmMAmMUmMUm NO: 887 AmMGTC(moe)UfUmCmGmsUmsAm NO: 908
RX002 | CmsGmsAMAMGMCmMUFCFAfUfGmMA SEQ ID AmsAfsUMAMUMAfUMUMCmATfUMGm SEQ ID
246 mAMUmMAmMUmMAmMUmMUm NO: 887 AmGFC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAMAMGMCmMUFCFAfUfGmMA SEQ ID AmsAfsUmMAMUMAfUMUmMCmAmMUTfGm SEQ ID
247 mAMUmMAMUmMAmMUmMUm NO: 887 AmMGFC(moe)UfUmCmGmsUmsAm NO: 910
RX002 | CmsGmsAMAmMG(moe)CmUTCFAFUTG SEQ ID AmsAfsUmMAMUMAfUmMUmMCmAfUmGm SEQ ID
248 mAMAMUmAmMUmAmMUmUm NO: 888 AmGfC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmMsAMAMGMCmMUTCFAFUFGmMA( SEQ ID AmsAfsUmMAMUMAfUMUmMCmATfUMGm SEQ ID
249 moe)AmUmAmUmAmMUmUm NO: 889 AmGfC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAMAMGMCmMUFCFAfUfGmMA SEQ ID AmsAfsUmMAMUMAfUMUmMCmATfUMGm SEQ ID
250 mA(moe)UmAmMUmMAmMUmMUm NO: 890 AmMGFC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAMAMGMCmMUFCFATUfGmMA SEQ ID AmsAfsUmMAMUMAfUMUMCmATfUMGm SEQ ID
251 mAMUmMAmMUmMAmMT(moe)Um NO: 891 AmMGTC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAmAmMG(moe)CmUfCFAfUTG SEQ ID AmsAfsUmAMUMAFUMT(moe)CmAfUm SEQ ID
252 mAMAMUmAmMUmMAmMUmUm NO: 888 GmAMGFCmUfUmCmGmsUmsAm NO: 911
RX002 | CmsGmsAMAMGMCmUCTAfUfGmMA( SEQ ID AmsAfsUmAMUMAFUMT(moe)CmAfUm SEQ ID
253 moe)AmUmAmUmAmUmUm NO: 889 GmMAMGFCmUfUmCmGmsUmsAm NO: 911
RX002 | CmsGmsAMAMGMCmUFCFAfUFGmMA SEQ ID AmsAfsUmMAMUMATUMT(moe)CmAfUm SEQ ID
254 mA(moe)UmAmMUmMAmMUmMUm NO: 890 GmAMGFICmUfUmCmGmsUmsAm NO: 911
RX002 | CmsGmsAMAMGMCmUFCFAfUfGmMA SEQ ID AmsAfsUmAMUMAFUMT(moe)CmAfUm SEQID
255 mAMUMAMUMAmMT(moe)Um NO: 891 GmAMGFCmUfUmCmGmsUmsAm NO: 911
RX002 | CmsAmsGmAmMGmMAmAFAfUfUfCmU SEQ ID AmsUfsGmUmMAMGIUMAMGFAmMAmMUmM SEQ ID
256 mAMCmUmAmMCmAmMUm NO: 892 UmUfC(moe)UfCmUmGmsUmsAm NO: 912
RX002 | CmsAmsGmAmMGmMAmAFAfUfUfCmU SEQ ID AmsUfsGmMUmMAMGFUMAMGmMAfAmMUmM SEQ ID
257 mAMCmUmMAMCmAmMmUm NO: 892 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmsGmAmMGmMAmMAFAfUfUfCmU SEQ ID AmsUfsGmMUmMAMGFUmMAMGmMAmMAfUmM SEQ ID
258 mAMCmUmMAmMCmAmMUm NO: 892 UmUfC(moe)UfFCmUmGmsUmsAm NO: 914
RX002 | CmsAmsGmAmMG(moe)AmAFAfUTUTC SEQ ID AmsUfsGmUmMAmMGFUMAMGmAfAmUm SEQ ID
259 mUmAMCmUmAmMCmAmMUm NO: 893 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAMsGMAMGMAMAFAFUTUfCmT( SEQ ID AmsUfsGmMUmMAMGFUMAMGmMAfAmMUmM SEQ ID
260 moe)AmCmUmAMCmMAmMUm NO: 894 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmsGmAmMGmMAmAFAfUfUfCmU SEQ ID AmsUfsGmMUmMAMGFUMAMGmMAfAmMUmM SEQ ID
261 mA(moe)CmUmAmMCmAmMUm NO: 895 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmsGmAmMGmMAmAFAfUfUfCmU SEQ ID AmsUfsGmMUMAMGFUMAMGmMAfAmMUmM SEQ ID
262 mAMCmMUmMAmMCmA(moe)Um NO: 896 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmsGmMAmMG(moe)AmAFAfUfUFC SEQ ID AmsUfsGmMUmMAMGTfUmA(moe)GmAfAm SEQID
263 mUmAMCmUmAmMCmAmMUm NO: 893 UmUmUfCmUfCmUmGmsUmsAm NO: 915
RX002 | CmsAMsGMAMGMAMAFAFUTUfCmT( SEQ ID AmsUfsGmMUmMAMGTfUmA(moe)GmAfAm SEQID
264 moe)AmCmUmAMCmAmMUm NO: 894 UmUmUfCmUfCmUmGmsUmsAm NO: 915
RX002 | CmsAmsGmAmMGmMAmAFAfUfUfCmU SEQ ID AmsUfsGmUmMAmMGTfUmA(moe)GmAFAm SEQID
265 mA(moe)CmUmAmMCmAmMUm NO: 895 UmUmUfCmUfCmUmGmsUmsAm NO: 915
RX002 | CmsAmsGmAmMGmMAmAFAfUfUfCmU SEQ ID AmsUfsGmUmMAmMGTfUmA(moe)GmAFAm SEQID
266 mAMCmMUmMAmMCmA(moe)Um NO: 896 UmUmUfCmUfCmUmGmsUmsAm NO: 915
RX002 | GmsAmsGmAmMAmMUmMUfGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAFfAMGmMCm SEQ ID
267 mAMUmMAMCmAmMAmMAmM NO: 897 AMAFT(moe)UfFCmUmCmsCmsUm NO: 916
RX002 | GmsAmsGmAmMAmMUmMUfGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAFfGmMCm SEQ ID
268 mAMUmMAMCmAmMAmMAmM NO: 897 AMAFT(moe)UfFCmUmCmsCmsUm NO: 917
RX002 | GmsAmsGmAMAmMUmMUfGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAmMGFCm SEQ ID
269 mAMUmMAMCmAmMAmMAmM NO: 897 AMAFT(moe)UfFCmUmCmsCmsUm NO: 918
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RX002 | GmsAmsGmAmA(moe)UmUFGFCfUfU SEQ ID UmsUfsUmGmUmMAfUMGMAmMAfGmMCm SEQID
270 mCmAMUMAmMCmAmMAmMAmM NO: 898 AMAFT(moe)UfCmUmCmsCmsUm NO: 917
RX002 | GmsAMsGMAMAmMUmMUTGFCfUfUmC( SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAFfGmMCm SEQ ID
271 moe)AmUmAmMCmAmMAmMAmM NO: 899 AMAFT(moe)UfFCmUmCmsCmsUm NO: 917
RX002 | GmsAmsGmAMAmMUmMUfGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMATfGmMCm SEQ ID
272 mA(moe)UmAMCmAmMAmMAmM NO: 900 AMAFT(moe)UfFCmUmCmsCmsUm NO: 917
RX002 | GmsAmsGmAmMAmMUmMUfGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAFfGmMCm SEQ ID
273 mAMUMAmMCmAmMA(moe)Am NO: 901 AMAFT(moe)UfFCmUmCmsCmsUm NO: 917
RX002 | GmsAmsGmAmA(moe)UmUFGFCfUfU SEQ ID UmsUfsUmGmUmMAfUmMG(moe) AmAfGm SEQID
274 mCmAMUMAmMCmMAmMAMAmM NO: 898 CmAMAfUMUfCmUmCmsCmsUm NO: 919
RX002 | GmsAMsGMAMAmMUmMUTGFCfUfUmC( SEQ ID UmsUfsUmGmUmMAfUmMG(moe) AmAfGm SEQID
275 moe)AmUmAmMCmAmMAmMAmM NO: 899 CmAmMAfUMUfCmUmCmsCmsUm NO: 919
RX002 | GmsAmsGmAmMAmMmUmUFGFCfUfumC SEQ ID UmsUfsUmGmUmMAfUmMG(moe) AmAFGm SEQID
276 mA(moe)UmAmMCmAmMAmMAmM NO: 900 CmAMAfUMUfCmUmCmsCmsUm NO: 919
RX002 | GmsAmsGmAmMAmMUmUFGFCfUfumC SEQ ID UmsUfsUmGmUmMAfUmMG(moe) AmAfGm SEQID
277 mAMUMAmMCmAmMA(moe)Am NO: 901 CmAmMAfUMUfCmUmCmsCmsUm NO: 919
RX002 | CmsAmsAmCmUmCmAFCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCFAMGmMGm SEQ ID
278 mAMAMUmMAmMAMAmMUmM NO: 902 UmGFA(moe)GFUmUmGmsAmsUm NO: 920
RX002 | CmsAmsAmCmUmCmAFfCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmMATfGmMmGm SEQ ID
279 mAMAMUmMAMAMAmMUm NO: 902 UmGFA(moe) GFUmUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmUmCmAFfCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmMAmMGIGm SEQ ID
280 mAMAMUmMAmMAMAmMUm NO: 902 UmGFA(moe)GFUmUmGmsAmsUm NO: 922
RX002 | CmsAmsAmCmT(moe)CmAFfCFfCfUfG SEQ ID AmsUfsUmUmAmMUfUMAMCmAfGmGm SEQ ID
281 mUmAmMAmMUmMAmMAMAmMUm NO: 903 UmGFA(moe)GFUmUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmUmMCmAFCFCTUfGmMT( SEQ ID AmsUfsUmUmAmMUfUMAMCmMATfGmGm SEQ ID
282 moe)AmAmMUmMAmMAmMAmMUmM NO: 904 UmGFA(moe)GFUmUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmUmCmAFfCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmMATfGmMmGm SEQ ID
283 mA(moe)AmUmAMAmMAmMUmM NO: 905 UmGFA(moe)GFUmUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmUmCmAFCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmMATfGmGm SEQ ID
284 mAMAMUmMAMAmMA(moe)Um NO: 906 UmGFA(moe)GFUmUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmT(moe)CmAFfCFCfUfG SEQ ID AmsUfsUmUmAmMUTfUmMA(moe)CmAfGm SEQ ID
285 mUmAmMAmMUmMAmMAmMAmMUm NO: 903 GmUMGFAMGIUmUmMGmMsAmsUm NO: 923
RX002 | CmsAmsAMCmMmUmMCMAFCFCTUFGMT( SEQ ID AmsUfsUmUmAmMUTfUmMA(moe)CmAfGm SEQID
286 moe)AmAMUmAmMAmMAmMUm NO: 904 GmUMGFAMGIUmUmGmMsAmsUm NO: 923
RX002 | CmsAmsAmCmUmCmAFCfCfUfGmU SEQ ID AmsUfsUmUmAmMUTfUmMA(moe)CmAfGm SEQ ID
287 mA(moe)AmUmAMAmMAmMUmM NO: 905 GmMUmMGFAMGFUmUmMGmMsAmsUm NO: 923
RX002 | CmsAmsAmCmUmMCmASfCfCfUfGmU SEQ ID AmsUfsUmUmAmMUTUMA(moe)CmAfGm SEQ ID
288 mAMAMUMAmMAmMA(moe)Um NO: 906 GmUmGFAMGIUmUmGmMsAmsUm NO: 923
RX002 | CmsGmsAmAmMG(moe)CmUfCFAfUTG SEQ ID AmsAfsUmAMUMAfUmUmMCmAmMUfGm SEQ ID
289 mAMAMUmAmMUmMAmMUmUm NO: 888 AmMGTC(moe)UfUmCmGmsUmsAm NO: 910
RX002 | CmsGmsAMAMGMCmMUFCFAfUfGmMA SEQ ID AmsAfsUmMAMUMAfUMUmMCmAmUfGm SEQ ID
290 mA(moe)UmAmUmAmMUmMUm NO: 890 AmMGTC(moe)UfUmCmGmsUmsAm NO: 910
RX002 | CmsGmsAMAMGMCmUFCFAfUFGmMA SEQ ID AmsAfsUmMAMUMATUMT(moe) CmAmUf SEQ ID
291 mA(moe)UmAmMUmMAmMUmMUm NO: 890 GmAMGFICmUfUmCmGmsUmsAm NO: 924
RX002 | CmsGmsAMAMGMCmUFCFAfUFGmMA SEQ ID AmsAfsUmMAMUMATUMT(moe) CmAmUf SEQ ID
292 mAMUMAmMUmMAMT(moe)Um NO: 891 GmAMGFCmUfUmCmGmsUmsAm NO: 924
RX002 | CmsAmsGmAmMGmMAmAFAfUfUfCmU SEQ ID AmsUfsGmMUmMAMGFUMAMGmMAmMAfUmM SEQ ID
293 mA(moe)CmUmAmMCmAmMUm NO: 895 UmUfC(moe)UfCmUmGmsUmsAm NO: 914
RX002 | CmsAmsGmAmMGmAmAfAfUfUfCmU SEQ ID AmsUfsGmUmMAMGTUmMA(moe)GmAmAfF SEQ ID
294 mAMCmMUmMAMCmA(moe)Um NO: 896 UmUmUfCmUfCmUmGmsUmsAm NO: 925
RX002 | CmsAmsAmCmUmCmAFCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmAmMGIGm SEQ ID
295 mA(moe)AmUmAMAmMAmMUmM NO: 905 UmGfA(moe) GFUmUmGmsAmsUm NO: 922
RX002 | CmsAmsAmCmUmMCmASfCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUmMA(moe)CmAmGf SEQ ID
296 mAMAMUMAMAmMA(moe)Um NO: 906 GmUMGFAMGFUmUmMGmMsAmsUm NO: 926
RX002 | CmsAmsGmAmMGmMAmAFAfUfUfCmU SEQ ID AmsUfsGmUmMAmMGfUMAMGmMAmMAmMUf SEQ ID
297 mAMCmUmMAMCmAmMUm NO: 892 UmUfC(moe)UfCmUmGmsUmsAm NO: 927
RX002 | AmsAmsAmUmUmCmUfAFCfUFAMC SEQ ID UmsAfsUmAMGMAfUmGmUmMAmMGmuUf SEQ ID
298 mAmMUmCmUmAmMUmMAmM NO: 907 AmMGFAMAfUMUmUmsCmsUm NO: 928
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RX002 | AmsAmsAmUmUmCmUfAFCfUFAMC SEQ ID UmsAfsUmAMGmMAfUMGmMUfAMGmUm SEQ ID
299 mAmMUmCmUmAmMUmMAmM NO: 907 AmGFA(moe)AfUmUmUmsCmsUm NO: 929
RX002 | AmsAmsAmUmUmCmUfAFCfUFAMC SEQ ID UmsAfsUmAMGmMAfUmGmUmMAmMGmuUf SEQ ID
300 mAmMUmCmUmAmMUmMAmM NO: 907 AmGFA(moe)AfUmUmUmsCmsUm NO: 930
RX002 | CmsGmsAMAMGMCmMUFCFAfUfGmMA SEQ ID AmsAfsUMAMUMAfUMUmMCFAMUMGm SEQ ID
301 mAMUmAmMUmAmMUmUm NO: 887 AmGFCmUfUmCmGmsUmsAm NO: 931
RX002 | CmsGmsAMAMGMCmMUFCFAfUfGmMA SEQ ID AmsAfsUmAMUMAfUmMUmMCmAmMUmMGTF SEQ ID
302 mAMUmAmMUmAmMUmUm NO: 887 AmGFCmUfUmCmGmsUmsAm NO: 932
RX002 | CmsGmsAMAMGMCmMUFCFAfUfGmMA SEQ ID AmsAfsUmMAMUMAfUmMUmMCmAmMUmMGTF SEQ ID
303 mAMUmMAmMUmMAmMUmMUm NO: 887 AmGFC(moe)UfUmCmGmsUmsAm NO: 933
RX002 | CmsAmsAmCmUmCmAFfCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCFAMGmMGm SEQ ID
304 mAMAMUmMAMAMAmMUmM NO: 902 UmGFAMGFUmUmGmsAmsUm NO: 934
RX002 | CmsAmsAmCmUmCmAFfCfCfUfGmU SEQ ID AmsUfsUmUmAMUfUMAMCmMAmMGmGfF SEQ ID
305 mAMAMUMAmMAMAmMUM NO: 902 UmGFAMGTUmUmMGmMsAmsUm NO: 935
RX002 | CmsAmsAmCmUmCmAFfCfCfUfGmU SEQ ID AmsUfsUmUmAMUfUMAMCmAmMGmGTF SEQ ID
306 mAMAMUmMAmMAMAmMUmM NO: 902 UmGFA(moe)GFUmUmGmsAmsUm NO: 936
RX002 | CmsAmsGmAmMGmMAmAFAfUfUfCmU SEQ ID AmsUfsGmUmMAMGIUMAMGFAmMAmMUmM SEQ ID
307 mAMCmMUmMAMCmAmMUm NO: 892 UmUfCmUfCmUmMGmsUmsAm NO: 937
RX002 | CmsAmsGmAmMGmMAmAFAfUfUfCmU SEQ ID AmsUfsGmUmMAmMGfUmAMGmAmMAmUf SEQ ID
308 mAMCmUmMAmMCmAmMUmM NO: 892 UmUfCmUfCmUmMGmMsUmsAm NO: 938
RX002 | AmsAmsAmUmUmCmUfAFCfUFAMC SEQ ID UmsAfsUmAMGmMAfUMGmMUfAMGmUm SEQ ID
309 mAMUmCmUmAmMUmMAmM NO: 907 AmGFAMAfUMUmUmsCmsUm NO: 939
RX002 | GmsAmsGmAmMAmMUmMUfGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAFfAMGmMCm SEQ ID
310 mAMUmAMCmMAmMAmMAmM NO: 897 AmAFfUMUfCmUmMCmsCmsUm NO: 940
RX002 | GmsAmsGmAmMAmMUmMUfGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAmGmCf SEQ ID
311 mAMUMAMCmAmMAmMAmM NO: 897 AmMAFUMUfCmUmMCmsCmsUm NO: 941
RX002 | GmsAmsGmAMAmMUmMUfGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAfAMGmMCm SEQ ID
312 mAMUmMAMCmAmMAmMAmM NO: 897 AmATU(moe)UFfCmUmCmsCmsUm NO: 942
RX002 | GmsAmsGmAmMAmMUmMUfGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAmMGmCf SEQ ID
313 mAMUmMAMCmAmMAmMAmM NO: 897 AmAfU(moe)UfCmUmCmsCmsUm NO: 943

Preparation Example 4: Preparation of siRNA Conjugate with L96 Moiety Conjugated to 3'-

end of Sense Strand

[00585] Wherein, compound L96-PS was purchased from Asymchem Laboratories (Tianjin) Co.,
Ltd., with a loading capacity of 120 + 12 pmol/g (detection method: UV/HPLC). The structural

formula of compound L96-PS is:
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[00586] Wherein, PS represents a polystyrene resin solid-phase support.
[00587] (4.1) Synthesis of sense strand

[00588] Using the phosphoramidite solid-phase nucleic acid synthesis method, reaction cycles
were started with the aforementioned L96-PS compound linked to a solid-phase support, and
nucleoside monomers were linked sequentially in a 3' to 5' direction according to the nucleotide
sequence. Each cycle of nucleoside monomer addition included four reaction steps: deprotection,
coupling, capping, and oxidation or sulfurization. The synthesis method and conditions followed

the sense strand synthesis method shown in step (3.1) of Preparation Example 3.
[00589] (4.2) Synthesis of antisense strand

[00590] The siRNA antisense strands in this preparation example were synthesized according to

the antisense strand synthesis method shown in step (3.2) of Preparation Example 3.
[00591] (4.3) Synthesis of siRNA conjugate

[00592] The siRNA conjugates of this preparation example were synthesized according to the

method shown in step (3.3) of Preparation Example 3.

[00593] Wherein, the structural formula of the siRNA conjugate with the L96 moiety conjugated

to the 3'-end of the sense strand is as follows:
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[00594] Wherein, SZ0\"2)\\ represents SiIRNA. L96 was conjugated to the 3'-end of the sense

strand of the siRNA via a phosphodiester bond.

[00595] Table 8: Sequence Information of sSiRNA Conjugates with an L96 Moiety Conjugated to
the 3'-end of the Sense Strand

.S'RNA sense strand (5'-3") antisense strand (5'-3")
conjugate No.
RZ002001 CmsAmsGmAMCmMAMGfAdCfAMAM Slil%!D AmsGfsAmMUmGmGfUmCmUmUmGmU Slil%lD
GmAMCmCmAmMUMCmUm_L96 ’ mCmUfGMUfCmUmMGmMsGmsAm
- 849 196 644
RZ002002 CmsAmsAMGMCMAMGTGJdAfCmUm Slil%!D AmsGfsAMCMAMAfGMGmMAMGmMUmMC Slil%lD
CmCmUmUmGmUmCmUm_L96 ’ mCmUfGMCfUmUmGmsAmsCm
- 850 L96 650
Rz002003 | CMSAMSGMAMGMAMAFAUfUMC S'f\l%!D AmsUfsGmUMAmMGUMAMGMAMAMU S'f\l%'D
UmAMCmUmMAMCmAmMUmM_L96 ’ mUmUfCmUfCmUmGmsUmsAm
- 851 196 665
rz002004 | UMSCMSAMAMCMUMUSCACUmMCrn S'f\l%!D AmsUfsUMCmGMCFAMGMGMAMGMG S'f\l%'D
CmUmGmCmGmAmMAmMUm_L96 ’ MAMAfGMUfUMGmMAmMsCmsGm
- 852 196 692
Rz002005 | GMSCMSAMGMAMAMGTAJGFAmAM S'f\l%!D AmsAfsAMCMGMAFUMGMUmMUMCMU S'f\l%'D
CmAMUMCmGmUmUmUm_L96 ’ mCmUfUmCfUmGmCmsAmMsAmM
- 853 196 706
Rz002005 | CMSGMSAMAMGMCMUTCIATUMG S'f\l%!D AmsAfsUMAMUMAfUMUMCMAMUmMG S'f\l%'D
AmAmMUmMAmMUmMAmMUmMUm_L96 ’ mMAMGfCmUfUMCmGmsUmsAm
- 854 196 709
rz002007 | CMSCMSUMAMCMUMCETAGfUmUm S'f\l%!D UmsUfsUmCmMGMAFAMCMAMAMCMA S'f\l%'D
GmUmUmMCmGmAmMAmMAmM_L 96 ’ mMGMAfGMUfAMGmMGmsGmsUm
- 855 196 720
RZ002008 CmsCmsAmMAMCmMUMAFCdAfUMGm Slil%!D UmsGfsUmAMGmGfUmUmCmAmMUmMG Slil%lD
AmAMCmMCmUmMAmMCmAmM_L96 ’ mUMAfGmUfUMGmMGmsCmsUm
- 856 196 754
RZ002009 CmsAmsGmCmUmMAmMATfAJAfGmAmM Slil%!D AmsGfsUmCmAmMAfAMGmUmCmUmU Slil%!D
CmUmUmUmGmAmMCmUm_L96 ’ mUmUfAMGFCMmUmMGmMsCmsAm
- 857 196 763
RZ002010 CmsGmsUmCmGmMUmMGTCdGfUmUm Slil%!D AmsUfsUmGmAMGFCmCmMmAmMAMCmG Slil%lD
GmGmMCmUmMCmAmMAmMUmM_L96 858 L96 MCMAFCMGFAMCMGmMsGmsGm 766
RZ002011 CmsAmsAmCmUmMCmMAFCdCfUmGm SEQ ID AmsUfsUmUmAmMUfUMAMCmMAmMGmMG | SEQ ID
UmAMAMUMAMAMAmMUm_L96 NO: mUMGFAMGFUmMUmMGmsAmsUm NO:
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rz002012 | CMSAMSGMAMUMAMCTAJUfCMUM S'f\l%!D AmsUfsAmCmUMUfGMGMAmMGMAmMU S'f\l%'D
CmCmAMAMGmMUmMAmMUmM_L96 ’ mGmUfAMUfCMUmMGmMsUmsCm
- 860 L96 801
rz002013 | CMSCMSGMAMUMAMGIGAAFAMC S'f\l%!D AmsUfsGMAMGMGGMUMGMUmMUMC S'f\l%'D
AmCmCmCmUmCmAmMUm_L96 861 L96 mCMUFfAMUfCmMGmMGmsAmsGm 808
RZ002014(A | CMSAMSGMCMEMGMUIUMCIUICIU | SEQID | Ao stymAmAmUfUMGTUfAMGMAM | SEQIP
mAMCmMAmMAMUmMUmMAmMCmUm_L9 NO: NO:
D570714) - GMAFAMCFGMGMCmUmMCmsGmsGm
6 862 L96 881
RZ002015 AmsAmsAmUmUmCmUTAdCfUmAmM Slil%!D UmsAfsUmAMGmAfUMGmUmMAmMGmU Slil%!D
CmAMUMCmUmAmMUmMAmM_L96 ’ MAMGFAMAfUmMUmUmsCmsUm
- 863 L96 666
RZ002016 CmsUmsCmCmAmAmCfAdAfUmUm Slil%!D AmsUfsGMCmAMGFGmUmAmMAmMUmU Slil%lD
AmCmCmUmGmCmAmMUm_L96 ’ mGmMUfUMGFGmAmMGmsUmsUm
- 864 L96 687
RZ002017 CmsUmsGmCmUmGmMCfAdAfCmUm Slil%!D UmsGfsUmGmAmMmUfGMUmMAMGmUmU Slil%lD
AmCmAMUmMCmAmMCmAmM_L96 ’ mGMCFAMGFCmAMGmsUmsCm
- 865 L96 703
RZ002018 GmsAmsAMGMCmUmMCFAdUfGmAmM Slil%!D AmsAfsAmUmAmMUfAmMUmUmCmAmU Slil%!D
AmUmAmMUmMAmMUmUmMUm_L96 ’ mGmMAfGmCfUmUmCmsGmsUm
- 866 L96 710
RZ002019 CmsCmsUmUmCmGmMAFGdGfUmCm Slil%!D AmsUfsUmAMCmUfGmUmMGmMAmMCmC Slil%lD
AmCmAMGmMUmMAmMAmMUmM_L96 ’ mUmMCfGMAfAMGmMGmsGmsGm
— 867 L96 712
RZ002020 CmsCmsGMGMAMAMGIGdAfAmMUm Slil%!D UmsCfsAmUmUmCfUmGmAmMUmUmC Slil%lD
CmAMGmMAMAMUMGMAmM_L96 ’ mCmUfUMCFCmGmMGmsCmsAm
— 868 L96 734
RZ002021 CmsGmsCmUmGMUmMGTCdAfUmUm Slil%!D AmsUfsCmCmAmMGfGmUmMAmMAmMUmMG Slil%!D
AmCmCmUmGmMGmAmUm_L96 ’ MCMAFCmMAfGMCmGmsAmsUm
- 869 L96 739
RZ002022 CmsUmsUmGmAmMAmMGFCdCfAMAmM Slil%!D UmsCfsAmUmGmUfAMGmUmMUMGmMG Slil%lD
CmUmAMCmMAmMUMGmMAmM_L96 ’ mCmUfUMCFAMAMGmMsGmsAm
— 870 196 753
RZ002023 CmsUmsAmCmUmMGMCFAdGfCmUm Slil%!D AmsGfsUmCmUmUfUmUmAmMGmCmU Slil%lD
AmMAMAMAMGMAMCmUmM_L96 ’ mGmMCFAMGFUMAMGmMsGmsGm
— 871 L96 762
R7002024 GmsCmsUmAmMAMAMAFGdAfCmUm Slil%l b AmsAfsAmMGmUmMCFAMAMAMGmUmMC Slil%l b
UmUmGmAMCmUmUmUm_L96 ’ mUmUfUmUfAMGMCmsUmsGm
— 872 196 764
RZ002025 AmsGmMsAMAMCMAMCFUJAfUMGm Slil%!D UmsCfsAMAMGmMGfAMUmMCmAmMUmMA Slil%lD
AmUmCmCmUmUmGmAm_L96 ’ mGmUfGmUfUmCmUmsUmsGm
— 873 196 793
RZ002026 GmsAmsUmAMCmAmUfCdUfCmCm Slil%!D UmsCfsAmUmAmMCfUmUmGmGmAmMG Slil%!D
AmMAMGmMUmMAmMUmMGmMAmM_L96 ’ mAMUfGmMUfAMUMCmsUmsGm
— 874 196 803
RZ002027 GmsGMsAMCMAMAmMAFGdCfCmUm Slil%!D AmsUfsCmGmMGmMAFfGMAMAMGmMGmC Slil%lD
UmCmUmCmCmGmAmMUm_L96 ’ mUmUfUmGFfUmCmCmsAmsGm
- 875 196 805
RZ002028 CmsUmsUmUmCmAmMAfAJGFUmUm Slil%!D UmsAfsUmUmGmGfUmGmAmMAmMCmU Slil%lD
CmAMCmMCmAMAMUmMAmM_L96 ’ mUmUfGmAFAMAMGmsCmsUm
- 876 L96 812
RZ002029 CmsAmsGmUmCmMAMAFGdGfUmCm Slil%!D UmsAfsGmGmCmGfUmAMGMAmMCmC Slil%!D
UmAMCmGmMCmCmUmAmM_L96 ’ mUmUfGmAFfCMmUmMGmMsCmsUm
- 877 L96 813
RZ002030 GmsUmsCmAmMAmMGmGfUdCfUmAm Slil%!D AmsAfsUMAMGMGTCmGmMUmMAmMGmMA Slil%lD
CmGmCmCmUmAmMUmMUm_L96 878 L96 mCmCfUmUfGmAmMCmsUmsGm 814
RZ002031 GmsAMsGmMAMAMUMUFGACfUmUm SEQ ID UmsUfsUmGmUmAfUmMGmAmMAmMGmMC | SEQ ID
CmAMUMAMCmAmMAmMAmM_ L96 NO: MAMAfUMUfCMUmMCmsCmsUm NO:
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RZ002032 CmsGMSAMGMGMAMGFGAAfCmGm Slil%!D UmsUfsGmGmCmAfUmUmCmGmUmC Slil%!D
AmAMUMGmMCmCmAmMAmM_L96 880 L96 mCmUfCMCfUMCmMGmMsGmsGm 847.

[00596] As an exemplary explanation, "SEQ ID NO: 849 L 96" indicates that the L96 moiety is
conjugated to the 3'-end of the sense strand as shown in SEQ ID NO: 849 via a phosphodiester
bond.

[00597] Table 9: Sequence Information of Murine sSiRNA Conjugates with an L96 Moiety
Conjugated to the 3'-end of the Sense Strand

.S'RNA sense strand (5'-3") antisense strand (5'-3")
conjugate No.
RZM02003 AmMsGmMsAMAMGMAMAFGFAfUFAmM SI;:\I%!D AmsGfsSAMGmMAmMUfAMAMUmMAmMUmM | SEQ ID
UmUmAmMUmCmUmCmUm_L96 882 L.96 CmUmUfCmUfUmCmUmsGmsGm NO: 883

[00598] Table 10: Sequence Information of siRNA Conjugates with an L96 Moiety Conjugated to
the 3'-end of the Sense Strand

.S'RNA sense strand (5'-3") antisense strand (5'-3")
conjugate No.
RZ000001 UmsUmsCmUmCmCmMGFAFAfFCmGm | SEQ ID NO: | AmsCfsGmUmGmAfCmAMCmGmUm SEQ ID
UmGmUmCmAMCmGmUm_L96 884 196 UmCmGfGmMAfGMAmMAmMsCmsUm NO: 886
RZ000002 UmsUmsCmUmCmCmGFAJAfCmGm | SEQ ID NO: | AmsCfsGmUmMGmMAfCmMAMCmGmUm SEQ ID
UmGmUmCmAMCmGmUm_L96 885 L96 UmCmGfGmMAfGMAmMAmMsCmsUm NO: 886

Preparation Example 5: Synthesis of SiRNA Conjugate with (CR01008x3) Moiety
Conjugated to 3'-end of Sense Strand

[00599] (5.1) Synthesis of sense strand

[00600] Using the phosphoramidite solid-phase nucleic acid synthesis method, starting with the
aforementioned compound CR01008Z linked to a solid-phase support, nucleoside monomers were
linked sequentially in cycles in a 3' to 5" direction according to the nucleotide sequence (compound

CR01008 was regarded as a nucleoside monomer).

[00601] Each cycle of nucleoside monomer addition included four reaction steps: deprotection,
coupling, capping, and oxidation or sulfurization. In the synthesis of the sense strand of this

preparation example, the conditions for deprotection, coupling, capping, and oxidation or
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sulfurization reactions, the conditions for cleavage and deprotection, and the conditions for
purification and desalting were the same as those for the synthesis of the sense strand in step (3.1)

of Preparation Example 3.

[00602] In this step, three clusters of CR01008 were synthesized during the synthesis of the sense
strand, denoted as (CR01008)x3 or (CR01008x3).

[00603] The structural formula of the three clusters of CR01008 is:
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[00604] (5.2) Synthesis of antisense strand:

[00605] The antisense strands of this preparation example were synthesized according to the

antisense strand synthesis method shown in step (3.2) of Preparation Example 3.
[00606] (5.3) Synthesis of siRNA conjugate

[00607] The siRNA conjugates of this preparation example were synthesized according to the

method shown in step (3.3) of Preparation Example 3.

[00608] Wherein, when the ligand is the three clusters of CR01008, the structural formula of the
siRNA conjugate is:
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[00609] Wherein, 2\ \N represents sSiRNA. The (CR01018x3) moiety was conjugated to
the 3'-end of the sense strand of the sSIRNA.

[00610] Table 11: Sequence Information of SiRNA Conjugates with a (CR01008x3) Moiety
Conjugated to the 3'-end of the Sense Strand

siRNA
conjugate sense strand (5'-3") antisense strand (5'-3")
No.

CmsGmsAMAMGmMCmUfCT SEQ ID NO: AmsAfsUmMAMUmMATfUMUmMCE | SEQ |

RZ002033 | AfUFGMAMAMUMAmMUMA 887 (CR01008'><3) AmUmGmMAmMGFC(moe)UfUmC NO:

mUmUm_(CR01008x3) - mGmsUmsAm 908
CmsGmsAMAMGmMCmUfCf SEQ ID NO: AmsAfsUmAMUmMAfUmUmMCm | SEQ ID

RZ002034 | AfUFfGmMAMAMUMAmMUMA 887 (CR01008.><3) AfUmGmMAMGTC(moe)UfUmC NO:

mUmUm_(CR01008x3) - mGmsUmsAm 909

CmsGmsAmAmG(moe)Cm _ AmsAfsUMAMUMAfUMUMCm | SEQ I

Rz002036 | UICTAFUTGmMAmMAMUMAM SEQ 1D NO: AfUMGMAMGFC(moe)UfUmC |  NO:

UmAmUmUm_(CR01008x3 888_(CR01008x3) '

) mGmsUmsAm 909

CmsGmsAmAMGMCMUFCT _ AmsAfsUMAMUMAfUMUMCm | SEQ I

Rz002037 | ATUTGMA(moe)AmUmAm SEQ 1D NO: AfUMGMAMGFC(moe)UfUmC |  NO:

UmAmUmUm_(CR01008x3 889 _(CR01008x3) '

) mGmsUmsAm 909
CmsGmsAmAMGmCMUFCT _ AmsAfsUMAMUMAfUMUMCm | SEQ ID

Rz002038 | ATUTGMAMA(moe)UmAm SEQ ID NO: AfUMGMAmMGIC(moe)UfUmC |  NO:

UmAmUmUm_(CR01008x3 890(CR01008x%3) '

) mGmsUmsAm 909

RZ002039 CmsGmsAMAMGmMCmUfCT SEQ ID NO: AmsAfsUmMAMUMAfUmUmMCm | SEQ I

AFfUFGMAMAMUmMAmMUmMA 891 (CR01008x%3) AFUMGMAMGFC(moe)UfUmC NO:
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mT(moe)Um_(CR01008x3) mGmsUmsAm 909
CmsGmsAmAMG(moe)Cm , AmsAfsUmAmMUMAFUMT(moe) | SEQ ID
RZ002040 | UTCTAfUTGMAmMAmUMAM SEQ ID NO: CMAFfUMGMAmMGFCMUfUMC |  NO:
UmAmUmUm_(CR01008x3 888_(CR01008x3)
) mGmsUmsAm 911
CmsGmsAmAMGMCMUTCE _ AmsAfsUMAMUMAFUmMT (moe) | SEQ ID
RZ002041 | ATUTGMA(moe)AmUmAm SEQ 1D NO: CMAfUMGMAMGFCMUfUMC | NO:
UmAmUmUm_(CR01008x3 889_(CR01008x3)
) mGmsUmsAm 911
CmsGmsAMAMGMCMUTCE _ AmsAfsUMAMUMAFUmMT (moe) | SEQ ID
Rz002042 | ATUTGMAMA(MoE)UmAm SEQ 1D NO: CMAfUMGMAmMGFCMUfUMC |  NO:
UmAmUmUm_(CR01008x3 890_(CR01008x3)
) mGmsUmsAm 911
CmsGmsAmMAMGmMCmUfCf SEQ ID NO: AmsAfsUmMAMUmMATfUmT(moe) | SEQ ID
Rz002043 | AfUFGMAMAMUMAmMUMA 891 (CR01008'><3) CmAfUMGmMAmMGFCmUfUmC NO:
mT(moe)Um_(CR01008x3) - mGmsUmsAm 911
CmsAmsGmAMGmMAmMATFAF SEQ ID NO: AmsUfsGmUmMAmMGfUmAmMGE | SEQ ID
RZ002050 | UfUufCmUmAmMCmUmAmMC 892 (CR01008'><3) AmAMUmMUmMUFC(moe)UfCmU NO:
mAmUm_(CR01008x3) - mGmsUmsAm 912
CmsAmsGmAMGmMAmMATFAT SEQ ID NO: AmsUfsGmUMAMGfUmAmMGm | SEQ ID
RZ002051 | UfufCmUmAmMCmUmAmMC 892 (CR01008'><3) AfAMUmMUmMUTC(moe)UfCmuU NO:
mAmUm_(CR01008x3) - mGmsUmsAm 913
CmsAMSGMAmMG(moe)Am _ AmsUfsGMUMAmMGFUMAmMGm | SEQ ID
RZ002053 | ATATUTUICMUMAMCMUm SEQ 1D NO: AfAMUMUmMUFC(moe)UfCmuU | NO:
AmCmAmUm_(CR01008x3 893_(CR01008x3)
) mGmsUmsAm 913
CmsAmsGmAMGmMAmMAFAT SEQ ID NO: AmsUfsGmUMAMGfUmAmMGm | SEQ ID
RZ002054 | UfUfCmT(moe)AmCmUmA 894 (CR01008'><3) AfAMUmMUmMUTC(moe)UfCmuU NO:
mCmAmUm_(CR01008x%3) - mGmsUmsAm 913
CmsAmsGmAMGmMAmMAFAT SEQ ID NO: AmsUfsGmUMAMGfUmAmMGm | SEQ ID
RZ002055 | UfUfCmUmA(moe)CmUmA 895 (CR01008'><3) AfAMUmMUmMUTC(moe)UfCmuU NO:
mCmAmUm_(CR01008x3) - mGmsUmsAm 913
CmsAmsGmAMGmMAmMATFAF SEQ ID NO: AmsUfsGmMUMAMGfUmAmMGm | SEQ ID
RZ002056 | UfUufCmUmAmMCmUmAmMC 896 (CR01008'><3) AfAMUmMUmMUfC(moe)UfCmuU NO:
mA(moe)Um_(CR01008x3) - mGmsUmsAm 913
CmsAMSGMAmMG(moe)Am _ AmsUfsGMUmMAmMGFUmMA(moe | SEQ ID
RZ002057 | ATATUTUICMUMAMCMUm SEQ 1D NO: )GMAFAMUmMUmUfCmUfCmU | NO:
AmCmAmMUm_(CR01008x%3 893 (CR01008x3)
mGmsUmsAm 915
CmsAmsGmAmMGmMAmMATFAf SEQ ID NO: AmsUfsGmUmAmMGfUmA(moe | SEQ ID
RZ002058 | UfUfCmT(moe)AmCmUmA 894 (CR01008'><3) )GMAfAMUmMUmMUfCmUfCmU NO:
mCmAmUm_(CR01008x%3) - mGmsUmsAm 915
CmsAmsGmAMGmMAmMATfFAf SEQ ID NO: AmsUfsGmUmAmMGfUmA(moe | SEQ ID
RZ002059 | UfUfCmUmA(moe)CmUmA 895 (CR01008'><3) )GMAfAMUmMUmMUfCmUfCmU NO:
mCmAmUm_(CR01008x%3) - mGmsUmsAm 915
CmsAmsGmMAMGmMAMATFAT SEQ ID NO: AmsUfsGmUmAmMGfUmA(moe | SEQ ID
RZz002060 | UfUfCmUmAmMCmUmAmMC 896 (CR01008'><3) )GMAfAMUmUmMUfCmUfCmuU NO:
mA(moe)Um_(CR01008%3) - mGmsUmsAm 915
GmsAmsGMAMAMUMUTG SEQ ID NO: UmsUfsUmGmUmMAfUMGmATf | SEQ ID
RZ002066 | fCfUfUmCmAmMUmMAMCm 897 (CR01008.><3) AmGMCmMAMAFT (moe)UfCmU NO:
AmAmMAmM_(CR01008x3) - mCmsCmsUm 916
GmsAmsGmMAMAmMUMUTG SEQ ID NO: UmsUfsUmGmUmAfUmGmAm | SEQ ID
Rz002067 | fCfufUmCmAmMUmAmMCm 897 (CR01008.><3) AFGMCmMAMATFT(moe)UfCmuU NO:
AmAmMAmM_(CR01008x3) - mCmsCmsUm 917
GmsAmsGmMAmMAmMUMUTG SEQ ID NO: UmsUfsUmGmUmAfUmGmAm | SEQ ID
Rz002068 | fCfufUmCmAmMUmAmMCm 897 (CR01008'><3) AmMGFCMAmMATFT(moe)UfCmuU NO:
AmAmAm_(CR01008x3) - mCmsCmsUm 918
RZ002069 GmsAmsGmAmMA(moe)Um SEQ ID NO: UmsUfsUmGmUmMAfUmGmAm | SEQ ID
UfGFCFUfUmCmAmMUmMAm 898 (CR01008x3) AfGMCMAMAFT (moe)UfCmU NO:
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CmAmMAmMAmM_(CR01008x3 mCmsCmsUm 917
)

CmsAmSGMAMAMUMUIG _ UmsUfsUmGmUmMAFUMGmAmM | SEQ ID

Rz002070 | fCfUfUMC(moe)AmUmAm SEQ 1D NO: AfGMCMAMAFT(moe)UfCmU |  NO:

CmAmMAmMAmM_(CR01008x3 899 _(CR01008x3) ,

) mCmsCmsUm 917

CmSAmSGMAMAMUMUIG _ UmsUfsUmGmUmMAFUMGmAM | SEQ |

Rz002071 | [CfUTUMCmA(moe)UmAm SEQ 1D NO: AfGMCMAMAFT(moe)UfCmU |  NO:

CmAmMAmMAm_(CR01008x3 900_(CR01008x3) ,

) mCmsCmsUm 917

CmsAmsGMAMAMUMUIG _ UmsUfsUmGmUmMAFUMGmAM | SEQ |

Rz002072 | fEfUfUmCmAMUmAMCm SEQ 1D NO: AfGMCMAMAFT(moe)UfCmU |  NO:

AmA(moe)Am_(CR01008x3 | 901_(CR01008x3) ,

mCmsCmsUm 917
GmsAmsGmAMA(moe)Um _ UmsUfsUmGmMUmMAfUMG(moe | SEQ ID

Rzoozo73 | YIGICIUTUMCMAMUmAM SEQ 1D NO: )AMAFGMCMAMAfUMUTCMU | NO:

CmAmMAmMAmM_(CR01008x3 898_(CR01008x3) '

mCmsCmsUm 919

GmsAmsGmAMAMUMUIG _ UmsUfsUmGMUmMAfUMG(moe | SEQ |

Rz002074 | [CfUfUMC(moe)AmUmAm SEQ 1D NO: YAMAFGMCMAMAfUMUfCmU |  NO:

CmAmMAmMAm_(CR01008x3 899 (CR01008x3) :

) mCmsCmsUm 919

GmsAmsGmAMAMUMUTG , UmsUfsUmGmUmMAfUMG(moe | SEQ |

Rz002075 | [CfUTUMCmA(moe)UmAm SEQ ID NO: )AMAFGMCMAmMAfUMUfCMU |  NO:

CmAmMAmMAm_(CR01008x3 900_(CR01008x3) :

) mCmsCmsUm 919
GmsAmsGmAMAMUMUIG . UmsUfsUmGmUmAfUmG(moe | SEQ ID

Rz002076 | TCfUTUMCmAmMUMAmMCM SEQ ID NO: )AMAFGMCMAmMAfUMUfCMU |  NO:

AmA(moe)Am_(CR01008x3 | 901_(CR01008x3) '

) mCmsCmsUm 919

CmsAmsAmCmUmCmAFfCT SEQ ID NO: AmsUfsUmUmAmMUfUMAmMCT | SEQ |

RZ002082 | CfUfGmUmMAMAmMUmMAmMA 902 (CR01008.><3) AmGmMGmMUmMGFA(moe)GfUm NO:

mAmUm_(CR01008x3) — UmGmsAmsUm 920

CmsAMSAMCmUMCmASCT SEQ ID NO: AmsUfsUmUmAmMUfUmAmMCm | SEQ I

RZz002083 | CfUfGmUmAMAmMUmMAmMA 902 (CR01008.><3) AFGMGMUMGTA(moe)GfUmU NO:

mAmUm_(CR01008x3) - mGmsAmsUm 921
CmsAmsAmCmUmCmAFfCT SEQ ID NO: AmsUfsUmUmAmMUfUmAmMCm | SEQ ID

RZz002084 | CfUfGmUmAmMAmMUMAMA 902 (CR01008.><3) AMGFGMUMGTA(moe)GfUmU NO:

mAmUm_(CR01008x3) — mGmsAmsUm 922

CmsAmsAmCmT(moe)CmA SEQ ID NO: AmsUfsUmUmAmMUfUMAMCm | SEQ |

RZ002085 | fCfCfUfFGmUmAmMAmMUmMA 903 (CR01008.><3) AfGMGmMUMGFA(moe)GfUmU NO:

mAMAmMUm_(CR01008x3) - mGmsAmsUm 921
CmsAmsAmCmUmCmAfCf SEQ ID NO: AmsUfsUmUmAmMUfUmAmMCm | SEQ ID

RZ002086 | CfUfGMT(moe)AmAmUmMA 904 (CR01008.><3) AfGMGmMUMGFA(moe)GfUmU NO:

mAMAmMUm_(CR01008x3) - mGmsAmsUm 921
CmsAmMSAMCMUMCMASCE _ AmsUfsUmUmAmUfUmAmMCm | SEQ ID

Rz002087 | CTUTGMUMA(moe)AmUm SEQ ID NO: AFGMGMUMGFA(moe)GfUMU |  NO:

AmAmMAmMUm_(CR01008x3 | 905_(CR01008x3) :

) mGmsAmsUm 921

CmsAmsAmCmUmCmAfCf SEQ ID NO: AmsUfsUmUmAmMUfUmAmMCm | SEQ I

Rz002088 | CfufGmUmAMAmMUmMAmMA 906 (CR01008.><3) AfGMGMUMGFA(moe)GfFUmU NO:

mA(moe)Um_(CR01008x3) - mGmsAmsUm 921
CmsAmsAmCmT(moe)CmA SEQ ID NO: AmsUfsUmUmAmMUfUmA(moe | SEQ ID

Rz002089 | fCfCfUfGmMUmAmMAmMUmMA 903 (CR01008'><3) )CMAFGMGMUMGFAMGfUmU NO:

mAMAmMUm_(CR01008x3) - mGmsAmsUm 923

CmsAmsAmCmUmCmAfCf SEQ ID NO: AmsUfsUmUmAmMUfUmMA(moe | SEQ |

RZ002090 | CfUfGmT(moe)AmMAmMUmMA 904 (CR01008'><3) )CMAFGMGMUMGFAMGfUmU NO:

mAMAmMUm_(CR01008x3) - mGmsAmsUm 923

RZ002091 CmsAmsAmCmUmCmAFfCT SEQ ID NO: AmsUfsUmUmAmMUfUmMA(moe | SEQ |

CfUfGmUmA(moe)AmUm 905_(CR01008x3) )CMAfGMGMUmMGFAMGfUmU NO:
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AmAmMAmMUmM_(CR01008x3 mGmsAmsUm 923
)

CmsAmsAmCmUmCmAfCf SEQ ID NO: AmsUfsUmUmAmMUfUmA(moe | SEQ ID

RZz002092 | CfufGmUmAmMAmMUmMAmMA 906 (CR01008'><3) )CMAFGMGMUMGFAMGfUmU NO:

mA(moe)Um_(CR01008x3) - mGmsAmsUm 923

CmsGmsAMAMGmMCmUfCf SEQ ID NO: AmsAfsUmAMUMAfUmUmMCm | SEQ I

RZ002099 | AfUFfGmMAMAmMUMAmMUMA 887 (CR01008'><3) AmUFfGMAmMGTC(moe)UfUmC NO:

mUmUm_(CR01008x3) - mGmsUmsAm 910

CmsGmsAmMAmG(moe)Cm _ AmsAfsUMAmMUMAfUMUMCm | SEQ |

Rzoo2100 | UICTATUTGMAMAMUMAM SEQ 1D NO: AmUfGMAmMGFC(moe)UfumC |  NO:

UmAmUmUm_(CR01008x3 888_(CR01008x3) ‘

mGmsUmsAm 910
CmsGmsAmAmGmCMUIC _ AmsAfsUmAMUMAfUMUmMCm | SEQ ID

Rz002101 | ATUTGMAMA(MoE)UmAm SEQ 1D NO: AMUfGMAMGFC(moe)UfUmC |  NO:

UmAmUmUm_(CR01008x3 890_(CR01008x3) '

) mGmsUmsAm 910

CmsGmsAmAMGMCMUTCE , AmsAfsUmAmMUmMAFUMT(moe) | SEQ I

Rz002102 | ATUTGMAmMA(MoE)UmAm SEQ ID NO: CMAMUfGMAMGICMUfUMC | NO:

UmAmUmUm_(CR01008x3 890_(CR01008x3) '

) mGmsUmsAm 924

CmsGmsAMAMGmMCmUfCf SEQ ID NO: AmsAfsUmAMUMATUMT(moe) | SEQ I

RZ002103 | AfUFGmAmMAmMUmMAmMUmMA 891 (CR01008.><3) CmAMUfGMAmMGFCmUfUmC NO:

mT(moe)Um_(CR01008x3) - mGmsUmsAm 924
CmsAmsGmAmMGmMAmMATFAf SEQ ID NO: AmsUfsGmUMAMGfUmAmMGm | SEQ ID

RZz002106 | UfUfCmUmAmMCmUmAmMC 892 (CR01008.><3) AmAfUmMUmMUTC(moe)UfCmuU NO:

mAmUm_(CR01008x3) - mGmsUmsAm 914

CmsAMsGMAMGmMAMAFAF SEQ ID NO: AmsUfsGmMUMAMGfUmAmMGm | SEQ |

RZ002107 | UfUfCmUmA(moe)CmUmA 895 (CR01008.><3) AmAfUmUmUfC(moe)UfCmU NO:

mCmAmUm_(CR01008x%3) - mGmsUmsAm 914

CmsAMsGMAMGMAMAFAF SEQ ID NO: AmsUfsGmUmAmMGTUmA(moe | SEQ I

Rz002108 | UfUfCmUmAmMCmUmAmMC 896 (CR01008.><3) )GmAMAfUmMUmUfCmUfCmU NO:

mA(moe)Um_(CR01008%3) - mGmsUmsAm 925
CmsAmsAmCmUmCMARCE , AmsUfsUmUmAmUfUmAmMCm | SEQ ID

Rzoo2112 | CFUTGMUMA(moe)AmUm SEQ ID NO: AMGIGMUMGFA(moe)GfUmU |  NO:

AmAmMAmMUmM_(CR01008x3 905_(CR01008x3) '

) mGmsAmsUm 922

CmsAMSAMCmUMCmASCT SEQ ID NO: AmsUfsUmUmAmMUfUmA(moe | SEQ I

Rz002113 | CfUfGmMUmAmMAmMUMAmMA 906 (CR01008.><3) )CMAMGIGMUmMGFAMGfUmU NO:

mA(moe)Um_(CR01008x3) - mGmsAmsUm 926

CmsAmsGmAmMGmAmMATFAf SEQ ID NO: AmsUfsGmMUMAMGfUmAmMGm | SEQ |

Rz002115 | UfufCmUmAmMCmUmAmMC 892 (CR01008.><3) AmAmMUfUmMUfC(moe)UfCmU NO:

mAmUm_(CR01008x3) — mGmsUmsAm 927
AmsAMsAmMUmUMCmUTAT SEQ ID NO: UmsAfsUmAMGmMAfUmGmUm | SEQ ID

RZz002116 | CfUFAMCmAMUmMCmUmMA 907 (CR01008.><3) AmGmUfAMGFAMAfUmMUmMU NO:

mUmAm_(CR01008x3) - msCmsUm 928

AmsAMsAmMUmUMCmUTAT SEQ ID NO: UmsAfsUmAMGmAfUMGmUf | SEQ I

Rz002117 | CFUFAMCmAMUmMCmUmMA 907 (CR01008.><3) AmGmMUmMAMGTA(moe)AfUm NO:

mUmAm_(CR01008x3) - UmUmsCmsUm 929
AmsAmsAmUmUmCmUTAF SEQ ID NO: UmsAfsUmAMGmMAfUmGmUm | SEQ ID

Rz002118 | CfUFAMCmAmMUMCmUmMA 907 (CR01008.><3) AmGmUfAMGFA(moe)AfUmU NO:

mUmAm_(CR01008x3) - mUmsCmsUm 930
CmsGmsAMAMGmMCmUfCf SEQ ID NO: AmsAfsUmAMUmMAfUmUmMCTt | SEQ ID

Rz002119 | AfUfGmAMAMUMAmMUMA 887 (CR01008'><3) AmUmMGmMAMGFCmUfUmCmG NO:

mUmUm_(CR01008x3) - msUmsAm 931

CmsGmsAMAMGmMCmUfCf SEQ ID NO: AmsAfsUmAMUMAfUmUmMCm | SEQ I

RZ002120 | AfUFfGmMAMAmMUMAmMUMA 887 (CR01008'><3) AmUmMGFAMGFCmUfUmCmG NO:

mUmUm_(CR01008x3) - msUmsAm 932
CmsGmsAmMAMGmMCmUfCf SEQ ID NO: AmsAfsUmAMUmMAfUmUmMCm | SEQ ID

Rz002121 | AfUFfGmMAMAmMUMAmMUMA 887 (CR01008'><3) AmUmGFAMGTC(moe)UfUmC NO:

mUmUm_(CR01008x3) - mGmsUmsAm 933
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CmsAmsAmCmUmCmAfCf SEQ ID NO: AmsUfsUmUmAmMUfUMAmMCT | SEQ |

RZ002122 | CfUfGmUmAmMAMUmMAmMA 902 (CR01008'><3) AmMGMGmMUMGFAMGIUMUmMG NO:

mAmUm_(CR01008x3) — msAmsUm 934
CmsAmsAmCmUmCmAfCf SEQ ID NO: AmsUfsUmUmAmMUfUmAmMCm | SEQ ID

RZ002123 | CfUfGmUmAmMAMUmMAmMA 902 (CR01008'><3) AmGmMGfUMGFAMGTUmUmMG NO:

mAmUm_(CR01008x3) - msAmsUm 935

CmsAmsAmCmUmCmAfCf SEQ ID NO: AmsUfsUmUmAmMUfUmAmMCm | SEQ I

Rz002124 | CfufGmUmAmMAmMUmMAmMA 902 (CR01008'><3) AmMGMGFUMGFA(moe)GfFUmU NO:

mAmUm_(CR01008x3) - mGmsAmsUm 936

CmsAmsGmAMGmMAmMATFAT SEQ ID NO: AmsUfsGmUmMAmMGfUmAmMGE | SEQ I

RZ002125 | UfUfCmUmAmMCmUmAmMC 892 (CR01008'><3) AmAMUmUmMUfCmMUfCmUmG NO:

mAmUm_(CR01008x3) - msUmsAm 937
CmsAmsGmAMGmMAmMATfFAf SEQ ID NO: AmsUfsGmUMAMGfUmAmMGm | SEQ ID

RZ002126 | UfUfCmUmAmMCmUmAmMC 892 (CR01008'><3) AmAMUfUMUTCmUfCmUmG NO:

mAmUm_(CR01008x3) - msUmsAm 938

AmsAmsAmUmUmCmUfAF SEQ ID NO: UmsAfsUmAMGmAfUmMGmUf | SEQ I

RZ002130 | CfFUFAMCmAmMUMCmUmMA 907 (CR01008'><3) AmGmUmMAMGFAmMAfUmUmU NO:

mUmAm_(CR01008x3) - msCmsUm 939

GmsAmsGmAMAmMUmUTG SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAF | SEQ I

RZ002131 fCfUfUmCmAMUMAMCm 897 (CR01008'><3) AmGmMCmAmMAfUmMUfCmUmC NO:

AmAmAm_(CR01008x3) - msCmsUm 940
GmsAmsGmAMAmMUmMUTG SEQ ID NO: UmsUfsUmGmUmAfUmGmAm | SEQ ID

RZ002132 fCfUfUmCmAMUmMAMCm 897 (CR01008'><3) AmGmCfAMAfUmMUfCmUmC NO:

AmAmAm_(CR01008x3) - msCmsUm 941

GmsAmsGMAMAMUMUTG SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAF | SEQ I

Rz002133 | fCfufUmCmAmMUmMAmMCm 897 (CR01008'><3) AmGmMCmAmMAfU(moe)UfCmU NO:

AmAmMAmM_(CR01008x3) - mCmsCmsUm 942

GmsAmsGmMAmMAmMUMUTG SEQ ID NO: UmsUfsUmGmUmMAfUmGmAm | SEQ I

Rz002134 | fCfufUmCmAmMUmMAmMCm 897 (CR01008.><3) AmGmCTfAmAfU(moe)UfCmuU NO:

AmAmAm_(CR01008x3) - mCmsCmsUm 943

[00611] For the table above, as an exemplary explanation, "SEQ ID NO: 858 (CR01008x3)"
indicates that the (CR01008x3) moiety is conjugated to the 3'-end of the sense strand as shown in

SEQ ID NO: 858.

Biological Assays

Example 1: In vitro Activity Assessment of Complement C3 (C3) siRNA

[00612] In this example, the inhibitory activity of RX002001 to RX002212 targeting the same C3
target region on the C3 mRNA (Accession No. NM_000064.4) in cells, was assessed using a target

gene inhibition activity assay in the liver cancer HepG2 cell line.
[00613] Preparation of test sample

[00614] After the above siRNA test samples were centrifuged, an appropriate amount of DEPC
H-0O was added to each tube to dissolve the siRNA, and 20 uM stock solutions was prepared. The
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stock solutions were then further serially diluted with DEPC H2O into 0.04 uM and 0.004 uM
working solutions. Dose screening experiments were performed at final duplex concentrations of
1nMand 0.1 nM.

[00615] 96-well transfection and detection:

[00616] HepG2 cells grown to near confluence were digested with trypsin, the cells were washed,

and a cell suspension was prepared for plating in 96-well plates.

[00617] 5 pL of 0.4 uM and 0.04 uM working solutions were dispersed in 20 pL of Opti-MEM to
form siRNA mixtures. 0.2 pL of RNAIMAX was dispersed in 24.8 pL of Opti-MEM, and after
incubating for 5 min, was mixed with each siRNA mixture and incubated for 10 min to form
transfection complexes. 150 pL of cell suspension (12,000 cells) was added to each well of a 96-
well plate containing the transfection complex, and the 96-well plate was placed in an incubator
for continued culture for 24 h.

[00618] For the mock control group, 0.2 uL of RNAIMAX was dispersed in 24.8 pL of Opti-
MEM, and after incubating for 5 min, 25 pL of Opti-MEM was added, followed by incubation for
10 min to form the transfection complex. 150 pL of cell suspension (12,000 cells) was added to
each well of a 96-well plate containing the transfection complex, and the 96-well plate was placed

in an incubator for continued culture for 24 h.

[00619] The 96-well plate was taken out, the cells were lysed, and the lysate was diluted. A one-
step qPCR kit (Thermo Fisher, Power SYBR Green RNA-to-CT™ 1-Step, 4389986) was used to
detect the expression level of the target gene mRNA in HepG2 cells on a real-time quantitative
PCR system (Roche, LightCycler 480). In this real-time quantitative PCR method, the TATA-box
binding protein (TBP) gene was used as an internal reference gene, and primers for the target gene
and primers for the TBP internal reference gene were used to detect the target gene and the TBP
internal reference gene, respectively. The sequences of the detection primers are shown in Table
12.

[00620] Table 12: Sequences of Detection Primers

Gene Primer type Primer sequence

. 5-AAGCGCATTCCGATTGAGGA-3'
Target gene C3 Forward primer

(SEQ ID NO: 944)
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5-CCTGAGTGCAAGATGACGGT-3'
(SEQ ID NO: 945)
5-TGCTCACCCACCAACAATTTAG-
Forward primer 3
(SEQ ID NO: 946)
5-TCTGCTCTGACTTTAGCACCTG-
Reverse primer 3
(SEQ ID NO: 947)

Reverse primer

Reference gene TBP

[00621] In the real-time quantitative PCR method, the AACt method was used to perform relative
quantitative calculations on the expression level and inhibition rate of the target gene mRNA in
each test group according to the technical method described above in DETAILED DESCRIPTION.

[00622] Table 13: Inhibitory Activity of siRNAs on the Target Gene in HepG2 Cells after
Administration of the sSiRNAs

10 nM 1nM

Group Relativ_e remaining STDEV Relativ_e remaining STDEV

expression level (%) expression level (%)

Mock 100.00 6.32 100.00 6.36
RX002001 88.92 8.70 91.03 7.28
RX002002 32.08 2.72 78.55 4.62
RX002003 97.20 2.38 96.63 0.32
RX002004 59.07 5.59 83.87 8.89
RX002005 21.55 0.46 74.79 5.74
RX002006 21.20 0.45 70.17 0.80
RX002007 53.48 0.17 87.91 2.58
RX002008 16.50 4.86 66.24 7.99
RX002009 47.33 4.79 85.36 4.74
RX002010 33.17 9.10 80.28 8.77
RX002011 19.57 4.56 68.58 5.15
RX002012 36.59 10.84 83.70 7.37
RX002013 69.76 4.67 106.55 5.57
RX002014 13.88 0.59 59.50 4.56
RX002015 59.80 15.93 96.89 411
RX002016 34.05 6.58 66.32 11.21
RX002017 71.24 1.86 94.47 4.32
RX002018 40.33 8.05 77.44 3.29
RX002019 60.78 10.67 84.84 3.46
RX002020 21.11 4.79 64.86 0.11
RX002021 17.12 5.23 73.89 12.49
RX002022 53.64 6.29 115.88 7.00
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RX002023 72.78 15.69 131.80 4.09
RX002024 16.74 1.82 90.86 16.02
RX002025 28.19 1.01 88.20 4.18
RX002026 35.77 11.82 108.83 23.81
RX002027 85.79 13.68 131.81 29.89
RX002028 14.71 0.96 97.87 10.69
RX002029 5.33 1.17 47.14 6.11
RX002030 8.26 3.42 42.37 9.47
RX002031 28.29 17.54 81.26 22.92
RX002032 47.25 23.91 99.86 0.49
RX002033 40.09 2.62 99.54 10.07
RX002034 24.25 2.73 7737 2.02
RX002035 79.47 6.23 97.35 6.36
RX002036 86.71 7.78 104.42 36.74
RX002037 27.42 11.56 60.53 15.07
RX002038 35.63 0.17 86.48 7.20
RX002039 109.95 431 126.48 6.40
RX002040 90.28 7.95 121.25 8.31
RX002041 19.33 0.38 70.01 7.48
RX002042 63.06 8.01 9541 11.04
RX002043 32.88 3.00 68.85 5.84
RX002044 18.42 0.42 64.59 4.74
RX002045 15.61 5.58 68.67 12.50
RX002046 71.98 10.89 79.60 1.69
RX002047 71.96 19.85 80.73 6.32
RX002048 28.40 6.35 70.45 8.72
RX002049 15.93 1.55 80.72 23.46
RX002050 21.72 1.08 79.15 2.59
RX002051 9.52 4.02 47.97 19.35
RX002052 63.67 4.94 85.52 2.65
RX002053 30.14 12.56 78.96 7.73
RX002054 81.67 20.07 100.44 8.03
RX002055 21.17 9.45 73.13 13.78
RX002056 10.46 3.33 13.82 3.77
RX002057 7121 7.89 76.89 1.38
RX002058 79.01 5.74 93.15 2.59
RX002059 92.56 2.80 82.44 3.64
RX002060 26.23 0.94 72.29 6.37
RX002061 21.32 0.38 70.21 9.66
RX002062 73.05 10.94 91.82 15.08
RX002063 43.75 1.22 85.30 1.25
RX002064 95.49 8.57 86.94 9.50
RX002065 74.28 3.03 96.80 4.74
RX002066 70.54 6.10 86.38 13.07
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RX002067 18.88 13.32 58.14 14.29
RX002068 24.77 5.04 78.19 8.80
RX002069 64.37 5.25 98.77 10.55
RX002070 6.53 1.20 33.94 10.05
RX002071 74.34 5.22 81.50 14.17
RX002072 83.25 13.81 83.11 1.43
RX002073 5.62 2.25 20.36 8.12
RX002074 7.28 3.89 29.56 5.24
RX002075 86.15 4.64 93.48 3.66
RX002076 10.73 0.28 37.74 3.88
RX002077 29.35 2.49 65.25 4.69
RX002078 83.30 4.35 91.22 2.53
RX002079 25.47 3.44 86.01 22.64
RX002080 86.76 18.29 82.78 2.03
RX002081 29.17 6.20 66.34 0.65
RX002082 37.01 12.34 79.57 3.51
RX002083 40.56 0.53 111.30 38.65
RX002084 7.50 2.02 29.94 1.22
RX002085 78.59 1151 104.16 4.76
RX002086 11.51 0.11 59.01 22.83
RX002087 26.78 5.00 72.22 5.89
RX002088 59.94 4.40 98.15 0.80
RX002089 95.37 7.01 94.88 9.52
RX002090 92.87 2.88 94.77 3.17
RX002091 73.63 10.31 102.08 1.17
RX002092 27.46 7.01 75.38 6.52
RX002093 82.63 0.81 99.27 6.16
RX002094 43.09 10.08 95.26 11.49
RX002095 91.65 3.22 111.33 291
RX002096 61.23 3.40 89.27 5.83
RX002097 41.10 0.77 82.72 9.71
RX002098 12.61 2.35 32.95 1.29
RX002099 43.88 11.55 72.18 1.06
RX002100 42.55 541 82.51 5.12
RX002101 50.21 0.16 68.39 5.58
RX002102 40.12 3.67 88.41 11.52
RX002103 11.74 2.96 65.23 1.12
RX002104 62.66 5.52 93.37 10.96
RX002105 23.86 1.68 89.66 5.71
RX002106 21.00 2.60 57.57 2.44
RX002107 73.21 12.09 88.31 2.67
RX002108 16.40 0.42 79.88 14.15
RX002109 18.45 1.10 63.84 10.85
RX002110 18.44 7.13 51.16 1.34
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RX002111 77.15 4.66 68.32 3.57
RX002112 56.80 1.62 90.03 7.35
RX002113 68.05 1.89 89.83 16.63
RX002114 90.74 12.71 92.74 6.66
RX002115 41.90 9.50 90.01 3.09
RX002116 33.60 10.84 67.39 10.85
RX002117 14.28 1.21 45.74 1.42
RX002118 7.93 1.94 27.30 2.94
RX002119 23.35 10.29 70.12 12.14
RX002120 65.79 5.21 75.26 5.77
RX002121 24.86 2.43 84.69 40.29
RX002122 20.41 0.37 87.12 9.23
RX002123 14.56 1.61 83.55 33.96
RX002124 35.75 4.49 86.63 18.12
RX002125 19.33 4.28 61.15 10.24
RX002126 14.48 1.51 37.15 21.28
RX002127 15.10 5.36 38.05 6.98
RX002128 13.02 4.30 54.98 15.68
RX002129 72.17 14.29 95.39 20.41
RX002130 12.03 4.38 43.21 3.60
RX002131 84.28 21.12 89.93 8.66
RX002132 77.35 16.18 94.03 24.15
RX002133 43.46 13.55 89.19 24.95
RX002134 27.71 3.21 61.83 6.85
RX002135 37.92 5.37 83.08 15.25
RX002136 60.48 2.86 88.08 10.34
RX002137 39.71 1.88 77.74 16.51
RX002138 20.58 1.78 52.71 6.78
RX002139 92.08 31.70 104.80 27.75
RX002140 50.22 7.36 72.04 4.70
RX002141 72.00 8.92 112.40 10.45
RX002142 22.40 4.18 75.67 11.94
RX002143 17.15 0.13 67.91 9.95
RX002144 18.54 3.25 65.58 3.21
RX002145 7.54 1.73 17.61 0.86
RX002146 57.03 14.65 92.90 0.30
RX002147 66.15 12.67 99.91 6.52
RX002148 18.72 7.22 79.84 16.51
RX002149 108.94 9.95 96.51 0.47
RX002150 15.27 0.02 52.75 13.30
RX002151 41.59 17.34 84.58 21.86
RX002152 79.40 26.60 96.65 16.34
RX002153 108.89 22.61 117.10 4.59
RX002154 15.25 2.92 46.49 2.73
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RX002155 59.28 5.90 99.20 8.90
RX002156 11.88 4.97 41.07 3.35
RX002157 10.00 6.13 29.95 7.55
RX002158 31.99 3.18 63.43 12.66
RX002159 15.88 2.97 48.71 1.03
RX002160 35.89 3.10 75.98 17.71
RX002161 25.16 3.56 82.42 3.23
RX002162 27.58 6.60 68.42 1.90
RX002163 40.79 4.46 102.03 1.83
RX002164 21.86 4.29 76.61 1.13
RX002165 10.83 2.25 37.09 2.66
RX002166 49.92 13.14 93.55 0.31
RX002167 13.42 5.35 55.49 14.43
RX002168 71.33 2.68 93.66 0.46
RX002169 12.19 2.98 45.76 15.61
RX002170 14.00 0.75 51.64 5.64
RX002171 92.05 0.00 95.86 9.54
RX002172 10.02 2.64 36.70 0.84
RX002173 33.36 1.25 80.30 9.03
RX002174 69.36 12.40 92.65 21.30
RX002175 16.98 2.49 74.89 6.11
RX002176 10.83 0.88 20.50 1.94
RX002177 9.00 0.25 31.74 2.98
RX002178 14.11 1.31 45.92 3.07
RX002179 18.55 2.96 55.38 4.07
RX002180 102.34 16.65 106.61 7.66
RX002181 89.85 14.69 90.17 3.68
RX002182 100.82 0.99 105.62 4.14
RX002183 65.10 2.87 90.89 12.73
RX002184 38.38 0.88 93.89 3.99
RX002185 86.78 2.84 100.14 2.62
RX002186 25.42 8.44 62.34 5.90
RX002187 22.25 0.15 72.57 14.25
RX002188 30.98 6.83 94.67 13.72
RX002189 72.25 3.89 109.49 8.93
RX002190 13.96 2.92 56.74 9.37
RX002191 7.54 2.97 30.24 10.27
RX002192 101.65 12.26 105.80 8.03
RX002193 67.68 0.33 98.30 2.25
RX002194 76.28 15.10 105.19 6.18
RX002195 36.19 7.80 96.71 0.32
RX002196 32.28 10.34 64.29 5.56
RX002197 52.12 4.85 81.45 3.06
RX002198 47.23 8.21 7457 8.75
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RX002199 57.00 2.61 84.64 4.42
RX002200 46.22 12.82 80.84 7.52
RX002201 87.15 9.24 104.87 5.65
RX002202 19.06 7.03 83.61 7.10
RX002203 68.75 6.73 93.46 12.48
RX002204 78.25 2.30 107.51 7.72
RX002205 41.98 14.13 81.37 0.27
RX002206 101.99 8.65 108.83 9.59
RX002207 92.20 6.77 113.75 7.61
RX002208 78.89 2.19 106.14 1.04
RX002209 60.79 3.28 105.51 17.33
RX002210 52.75 11.21 101.34 0.33
RX002211 14.45 0.09 36.90 7.25
RX002212 109.84 14.32 107.61 7.20

Example 2: In vivo Activity Assessment of SIRNA Conjugates with L96 Moiety Conjugated to
3'-end of Sense Strand in BALB/c-HDI Mice

[00623] In this example, a BALB/c mouse hydrodynamic tail vein injection model was used to
assess the inhibitory activity of siRNA conjugates RZ002001-RZ0020032, with an L96 moiety
conjugated to the 3'-end of the sense strand targeting the same C3 target region on the C3 mRNA,

with RZ000001 as a negative control.
[00624] Plasmid construction

[00625] A pcDNA-CMV-RG002 plasmid (ID: NM_000064.4) was constructed by Sangon
Biotech (Shanghai) Co., Ltd.

[00626] Mouse model construction

[00627] The BALB/c mouse hydrodynamic injection model was established by rapidly injecting
a pcDNA-CMV-RG002 plasmid solution into the mice via tail vein under high pressure. On day 3
of the experiment, mice were injected with 10 pg of pcDNA-CMV-RGO002 via hydrodynamic tail
vein injection within 5 s, with an injection volume equivalent to 8% of the mouse's body weight.
The plasmid DNA for injection was diluted with PBS. The solution was prepared before injection
and stored at 4°C.

[00628] Animal grouping, administration, and tissue sample collection
- 123 -



10

15

20

25

30

[00629] 6 to 7-week-old female BALB/c mice were randomly grouped by body weight, with 5
mice per group. Each test group was administered a predetermined dose of the drug conjugate, and
a PBS control group was included. The administration dose for all mice was calculated based on
their body weight. A single dose was administered via subcutaneous injection in the abdomen. Each
drug conjugate was administered as a 0.1 mg/mL (calculated as siRNA) solution in PBS, with a
dosing volume of 10 mL/kg (mouse body weight). That is, the administration dose of each drug
conjugate was 1 mg/kg (siRNA/mouse body weight). The PBS control group was administered 10
mL/kg (mouse body weight) of a PBS solution without the siRNA conjugate. The day of
administration was recorded as day 0 (DO0). Plasmid injection was performed on day 3 (D3) after
administration, and all 5 mice in each group were sacrificed on day 4 (D4). Dissection was
performed on the sacrificed mice, and the liver tissue from each sacrificed mouse was collected.
The liver tissue was cut into approximately 2 mm?® small pieces and preserved in RNAlater™

solution.

[00630] For each mouse, an appropriate amount of liver tissue sample was taken out from
RNAlater™ solution. The liver tissue sample was disrupted for 60 s in a Tissuelyser Il automatic
tissue homogenizer. Then, total RNA was extracted using an automatic nucleic acid extractor
(purchased from Zhejiang Hanwei Technology Co., Ltd.) and a nucleic acid extraction kit
(purchased from Zhejiang Hanwei Technology Co., Ltd.,, GO-MNTR-100) according to the

standard operating procedure for total RNA extraction.

[00631] For each mouse, 1 pg of total RNA was used for reverse-transcription using a reverse
transcription kit (Thermo Fisher Scientific, RevertAid First Strand cDNA Synthesis Kit, K1622)
with Oligo(dT)18 as the reverse transcription primer. A 20 pL reverse transcription system was
prepared, and the reverse transcription reaction was completed according to the instruction manual.
After the reaction, 60 uL. of RNase-Free water was added to the reverse transcription system to
obtain a cDNA solution. Next, the expression level of the target gene mRNA in the animals was
detected on a real-time quantitative PCR system (Bio-Rad, CFX Opus 384) using a real-time
quantitative PCR kit (Thermo Fisher Scientific, TagMan Fast Advanced Master Mix, 4444557). In
this real-time quantitative PCR method, the Nero gene on the plasmid backbone was used as an
internal reference gene, and primers for the target gene and primers for the Nero internal reference

gene were used to detect the target gene and the Nero internal reference gene, respectively. The
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sequences of the detection primers are shown in Table 14.

[00632] Table 14: Sequences of Detection Primers

Gene Primer type Primer sequence Fluorescen
t group
Forward primer 5-AGTCTCCTGCTTTAGTGATGC- /
3' (SEQ ID NO: 948)
Target Reverse primer 5-GCCTTTGTTCTCATCTCGCT-3' /
C3 (SEQ ID NO: 949)
gene .
> 5FAM;
Probe primer CTGTTGACCTGCTCCTCGCAAA M GB1
TATCT-3' (SEQ ID NO: 950)
Forward primer 5-CGTTGGCTACCCGTGATATT-3' /
(SEQ ID NO: 951)
5-
Reference | Ner Reverse primer CTCGTCAAGAAGGCGATAGAAG /
gene 0 -3' (SEQ ID NO: 952)
> 5VIC;
Probe primer CCGCTTCCTCGTGCTTTACGGTA 3'MGé
T-3' (SEQ ID NO: 953)

[00633] A 10 pL Real-time PCR reaction system was prepared for each PCR detection well
according to the method described in the instruction manual of the real-time quantitative PCR kit.
Each reaction system contained 4 puL of the cDNA solution obtained from the reverse transcription
reaction described above, 5 pL of TagMan™ Fast Advanced Master Mix (2x), 0.15 pL of 10 pM
forward primer, 0.15 pL of 10 uM reverse primer (for primer information, see Table 8), 0.15 pL of
10 uM probe primer, and 0.55 pL of RNase-Free H-O. The prepared reaction system was placed
on a real-time quantitative PCR system (Bio-Rad, CFX Opus 384), and Real-time PCR
amplification was performed using a two-step method. The amplification program was: 50°C for 2
min, pre-denaturation at 95°C for 20 s, and then 40 cycles of denaturation at 95°C for 3 s and
annealing and extension at 60°C for 30 s. In this real-time quantitative PCR method, the AACt
method was used to perform relative quantitative calculations on the expression level and inhibition
rate of the target gene mMRNA in each test group according to the technical method described above
in DETAILED DESCRIPTION.

[00634] The results of Example 2 showed that at a dose of 1 mg/kg, RZ002003, RZ002006,
RZ002011, RZ002015, and RZ002031 significantly inhibited the expression of C3 gene mRNA in
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mouse liver tissue (FIG. 1, Table 15).

[00635] Table 15: Inhibitory Activity of sSiRNA Conjugates on C3 Gene mRNA in Liver Tissue of
BALB/c-HDI Mice after Administration of the sSiRNA Conjugates

Group 1 mg/kg
Relative remaining expression level (%) STDEV

PBS 100.00 21.64
RZ000001 107.29 21.82
RZ002001 71.27 40.59
RZ002002 49.64 13.24
RZ002003 27.97 15.06
RZ002004 47.73 9.78
RZ002005 60.75 11.91
RZ002006 23.39 4.50
RZ002007 40.26 10.97
RZ002008 49.83 7.77
RZ002009 43.55 9.71
RZ002010 57.71 14.87
RZ002011 39.12 16.78
RZ002012 109.83 39.57
RZ002013 90.25 15.70
RZ002015 12.45 3.11
RZ002016 39.26 6.37
RZ002017 75.85 16.85
RZ002018 42.00 16.33
RZ002019 66.95 11.04
RZ002020 91.29 24.69
RZ002021 55.92 17.25
RZ002022 117.15 74.63
RZ002023 33.31 27.44
RZ002024 45.34 13.76
RZ002025 74.24 33.05
RZ002026 68.33 25.03
RZ002027 53.43 13.26
RZ002028 63.89 28.42
RZ002029 58.55 20.98
RZ002030 63.63 19.14
RZ002031 17.91 7.95
RZ002032 67.48 23.43
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Example 3: Toxicological Assessment of sSiRNA Conjugates with L96 Moiety Conjugated to
3'-end of Sense Strand in ICR Mice

[00636] This example assessed the nature and extent of toxic reactions of L96 moiety conjugates
RZ002003, RZ002006, RZ002011, RZ002015, and RZ002031 in ICR mice via a single

subcutaneous injection at 300 mg/kg.
[00637] Animal grouping, administration, and tissue sample collection

[00638] 6 to 8-week-old ICR mice (purchased from Beijing Vital River Laboratory Animal
Technology Co., Ltd.) were randomly grouped by body weight, with 10 mice per group, half male
and half female. Each test group was administered a predetermined dose of the drug conjugate, and
a PBS control group was included. The administration dose for all mice was calculated based on
their body weight. A single dose was administered via subcutaneous injection in the abdomen. Each
drug conjugate was administered as a 30 mg/mL (calculated as siRNA) solution in PBS, with a
dosing volume of 10 mL/kg (mouse body weight). That is, the administration dose of each drug
conjugate was 300 mg/kg (siRNA/mouse body weight). The PBS control group was administered
10 mL/kg (mouse body weight) of a PBS solution without the sSiRNA conjugate and observed for
14 days. The day of administration was recorded as day 0 (D0O). During the experiment, clinical
observations were performed at least once daily after the first administration, and body weight and
food consumption were measured twice a week. On day 14 (D14) of the experiment, blood was
collected from all animals (mice were fasted for no less than 12 h before sampling and detection,
with free access to water) for hematology and blood biochemistry tests. Collected blood was
anticoagulated with EDTA-K2, and a complete blood count was performed using an automatic
modular hematology and body fluid analyzer (Sysmex XN-10B1). Blood samples (without
anticoagulant) were collected and left at room temperature for about 30 min. After blood
coagulation, the samples were centrifuged at 2000 g for 10 min at 4°C, and blood biochemistry
was tested using a fully automatic biochemical analyzer (Sysmex BX-4000). On day 14 (D14) of
the experiment, all animals were desected. Before desection, the mice to be desected were fasted
for at least 12 h with free access to water, anesthetized with Zoletil 50 (Virbac, France, 8G4VA),
and then euthanized by exsanguination from the abdominal aorta after blood collection, followed
by gross necropsy observation. Histopathological examinations were performed on the livers and

kidneys of all animals, as shown in FIG. 2 (using hematoxylin-eosin staining). The results showed
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that each test sample had no significant effect on the general condition, body weight, food
consumption, and gross necropsy observations of the ICR mice. Compared to the PBS group, at a
dose of 300 mg/kg (siRNA/mouse body weight), no significant abnormalities were observed in the
hematology and blood biochemistry of animals in the RZ002003, RZ002006, RZ002011, and
RZ002015 groups; no significant abnormalities were observed in the hematology of animals in the
RZ002031 group, with slight elevations in ALT and AST.

Example 4: In vitro Activity Assessment of siRNA Conjugates with (CR01008)x3 Moiety
Conjugated to 3'-end of Sense Strand

[00639] In this example, the inhibitory activity of (CR01008)x3 moiety siRNA conjugates on the
target gene C3 mRNA in cells was assessed using a target gene inhibition activity assay in the

human liver cancer HepG2 cell line.
[00640] Preparation of test samples

[00641] After each of the above siRNA test samples was centrifuged, an appropriate amount of
PBS was added to each tube to dissolve the siRNA, and 20 uM stock solutions were prepared. The
stock solutions were then further serially diluted with PBS into 0.5 uM and 0.05 pM working

solutions. Dose experiments were performed at final duplex concentrations of 5 nM and 0.5 nM.
[00642] 96-well transfection and detection

[00643] HepG2 cells grown to near confluence were digested with trypsin, the cells were washed
to prepare a cell suspension, and 100 pL of the cell suspension, containing 12,000 cells, was added
to each well of a 96-well plate and cultured in an incubator at 37°C with 5% CO.. After the cells
had adhered for 24 h, the DMEM medium in the 96-well plate was aspirated, 80 pL of Opti-MEM™
medium was added to each well, and the 96-well plate was then placed back in the incubator for
continued culture. 1 pL of 0.1 uM and 0.01 uM working solutions were dispersed in 9 puL of Opti-
MEM to form siRNA mixtures, and 0.3 pL. of RNAIMAX was dispersed in 9.7 uL of Opti-MEM
and mixed with each siRNA mixture to form transfection complexes. The transfection complexes
were incubated at room temperature for 10 min and then added to the 96-well plate at 20 puL/well.
After culturing for 4 h, 100 uL of DMEM medium containing 20% FBS was added to each well,

and the 96-well plate was placed in the incubator for continued culture for 24 h. For the Mock
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control group: 0.3 puL of RNAIMAX was dispersed in 9.7 puL of Opti-MEM, and then 10 pL of
Opti-MEM was added, followed by incubation at room temperature for 10 min; it was then added
to the 96-well plate at 20 uL/well. After culturing for 4 h, 100 uL of DMEM medium containing
20% FBS was added to each well, and the 96-well plate was placed in the incubator for continued
culture for 24 h.

[00644] The 96-well plate was taken out, and total RNA was extracted using an automatic nucleic
acid extractor (purchased from Zhejiang Hanwei Technology Co., Ltd.) and a nucleic acid
extraction kit (purchased from Zhejiang Hanwei Technology Co., Ltd., GO-MNTR-100) according

to the standard operating procedure for total RNA extraction.

[00645] A reverse transcription kit (Thermo Fisher Scientific, RevertAid First Strand cDNA
Synthesis Kit, K1622) was used with Oligo(dT)18 as the reverse transcription primer. A 20 pL
reverse transcription system was prepared, and the reverse transcription reaction was completed
according to the method described in the instruction manual. Next, a real-time quantitative PCR
kit (Thermo Fisher Scientific, TagMan Fast Advanced Master Mix, 4444557) was used to detect
the expression level of the target gene mRNA in HepG2 cells on a real-time quantitative PCR
system (Bio-Rad, CFX Opus 384). In this real-time quantitative PCR method, the glyceraldehyde-
3-phosphate dehydrogenase (GAPDH) gene was used as an internal reference gene, and primers
for the target gene and primers for the GAPDH internal reference gene were used to detect the
target gene and the GAPDH internal reference gene, respectively. The sequences of the detection

primers are shown in Table 16.

[00646] Table 16: Sequences of Detection Primers

. . Fluorescent
Gene Primer type Primer sequence group
5'-
Forward primer | AGTCTCCTGCTTTAGTGATG /
C-3' (SEQ ID NO: 948)
5'-
Target gene C3 Reverse primer | GCCTTTGTTCTCATCTCGCT- /
3' (SEQ ID NO: 949)
> 5FAM:;
Probe primer CTGTTGACCTGCTCCTCGCA M GE;
AATATCT-3' (SEQ ID NO: 951)
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5-
Forward primer | AAGAAGGTGGTGAAGCAGG /
-3' (SEQ ID NO: 954)
5-
Regirr‘fgce GAPDH | Reverse primer | CAAAGTGGTCGTTGAGGG-3' /
(SEQ ID NO: 955)
5" 5VIC;
Probe primer CAACAGCGACACCCACTC-3 M Glé
(SEQ ID NO: 956)

[00647] A 10 pL Real-time PCR reaction system was prepared for each PCR detection well
according to the method described in the instruction manual of the real-time quantitative PCR kit.
Each reaction system contained 4 puL of the cDNA solution obtained from the reverse transcription
reaction described above, 5 pL of TagMan™ Fast Advanced Master Mix (2x), 0.15 pL of 10 pM
forward primer, 0.15 pL of 10 uM reverse primer (for primer information, see Table 14), 0.15 puL
of 10 uM probe primer, and 0.55 pL of RNase-Free H.O. The prepared reaction system was placed
on a real-time quantitative PCR system (Bio-Rad, CFX Opus 384), and Real-time PCR
amplification was performed using a two-step method. The amplification program was: 50°C for 2
min, followed by pre-denaturation at 95°C for 20 s, and then 40 cycles of denaturation at 95°C for
3 s and annealing and extension at 60°C for 30 s. In this real-time quantitative PCR method, the
AACt method was used to perform relative quantitative calculations on the expression level and
inhibition rate of the target gene mMRNA in each test group according to the technical method
described above in DETAILED DESCRIPTION.

[00648] Table 17: Inhibitory Activity of sSiRNA Conjugates on the Target Gene C3 mRNA in
HepG2 Cells After Administration of the siRNA Conjugates

5nM 0.5nM

Name Relativ_e remaining STDEV Relativ_e remaining STDEV

expression level (%) expression level (%)

Mock 100.00 3.12 100.00 3.12
RZ002033 9.16 0.94 31.05 0.71
RZ002034 8.80 0.76 24.48 6.22
RZ002099 7.65 1.92 32.10 1.97
RZ002036 11.98 0.18 24.00 1.03
RZ002037 11.26 0.61 27.13 0.60
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RZ002038 9.04 1.21 30.71 0.51
RZ002039 10.98 0.37 36.07 1.88
RZ002040 12.62 0.59 31.73 1.40
RZ002041 10.48 1.47 27.68 6.13
RZ002042 9.07 0.71 26.13 1.61
RZ002043 8.04 0.71 30.68 0.16
RZ002050 17.65 2.29 36.54 2.38
RZ002051 16.27 2.17 27.43 6.32
RZ002106 13.92 1.18 30.03 0.72
RZ002053 14.88 4.01 26.00 0.90
RZ002054 17.8 10.42 28.19 2.16
RZ002055 15.57 2.71 24.53 2.19
RZ002056 16.48 2.71 43.19 1.83
RZ002057 17.52 3.31 40.75 5.49
RZ002058 14.75 0.11 31.72 1.35
RZ002059 11.28 1.47 26.63 4.85
RZ002060 10.28 1.48 25.93 0.70
RZ002066 20.09 9.16 42.86 15.61
RZ002067 16.89 4.88 27.44 1.50
RZ002068 15.99 9.04 38.27 2.66
RZ002069 18.44 5.73 31.22 2.43
RZ002070 16.77 8.10 34.34 1.93
RZ002071 16.24 5.08 32.74 1.91
RZ002072 24.64 4.76 53.87 6.33
RZ002073 34.06 3.25 51.24 0.29
RZ002074 1491 0.16 44.37 1.31
RZ002075 10.69 0.15 41.05 4.82
RZ002076 10.76 1.08 41.10 1.94
RZ002082 21.93 5.23 28.44 2.52
RZ002083 19.48 8.68 25.39 1.18
RZ002084 15.71 8.17 27.85 2.26
RZ002085 23.27 5.75 33.20 2.55
RZ002086 21.12 8.65 34.10 6.23
RZ002087 21.77 0.85 36.53 3.15
RZ002088 34.48 0.91 69.65 6.92
RZ002089 31.49 5.73 54.13 8.64
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RZ002090 14.91 0.03 51.77 15.52
RZ002091 11.73 0.65 36.02 0.00
RZ002092 11.67 1.28 37.72 0.36

[00649] The results of Example 4 showed that at doses of 5 nM and 0.5 nM, different SIRNA
conjugates modified with CR01008 significantly inhibited C3 gene mRNA expression in HepG2
cells (Table 17).

Example 5: Assessment of mMRNA Knockdown Effect of sSiRNA Conjugates with (CR01008)x3

Moiety Conjugated to 3'-end of Sense Strand in Normal Macaca fascicularis

[00650] This example assessed the inhibitory activity of RZ002099, RZ002101, RZ002106, and
RZ002113 on the target gene C3 mRNA in Macaca fascicularis.

[00651] Animal grouping, administration, and tissue sample collection

[00652] Healthy Macaca fascicularis weighing 3 to 5 kg were grouped, with 4
Macaca fascicularis per group, half male and half female. Each test group was administered a
predetermined dose of the drug conjugate, and a PBS control group was included. The
administration dose for all animals was calculated based on their body weight. A single dose was
administered via subcutaneous injection in the abdomen. Each drug conjugate was administered as
a 9 mg/mL (calculated as siRNA) solution in PBS, with a dosing volume of 1 mL/kg
(Macaca fascicularis body weight). That is, the administration dose of each drug conjugate was 9
mg/kg (SiIRNA/Macaca fascicularis body weight). The PBS control group was administered 1
mL/kg (Macaca fascicularis body weight) of a PBS solution without the siRNA conjugate. The
day of administration was recorded as day 0 (D0). On day 14 (D14) after administration, liver
biopsies were performed on the Macaca fascicularis in each group, and the liver biopsy tissues

were immediately preserved in RNAlater™ solution.

[00653] For each Macaca fascicularis, a liver tissue sample was taken from RNAlater™ solution.
The liver tissue sample was disrupted for 60 s in a Tissuelyser Il automatic tissue homogenizer.
Then, total RNA was extracted using an automatic nucleic acid extractor (purchased from Zhejiang

Hanwei Technology Co., Ltd.) and a nucleic acid extraction kit (purchased from Zhejiang Hanwei
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Technology Co., Ltd.,, GO-MNTR-100) according to the standard operating procedure for total
RNA extraction.

[00654] Foreach Macaca fascicularis, 1 ng of total RNA was taken for reverse-transcription using
a reverse transcription kit (Thermo Fisher Scientific, RevertAid First Strand cDNA Synthesis Kit,
K1622) with Oligo(dT)18 as the reverse transcription primer. A 20 pL reverse transcription system
was prepared, and the reverse transcription reaction was completed according to the method
described in the instruction manual of the reverse transcription kit. After the reaction, 60 uL of
RNase-Free water was added to the reverse transcription system to obtain a cDNA solution. Next,
the expression level of the target gene mRNA in the animals was detected on a real-time
quantitative PCR system (Roche, Lightcycler 48011) using a real-time quantitative PCR kit
(Thermo Fisher Scientific, TagMan Fast Advanced Master Mix, 4444557). In this real-time
quantitative PCR method, the glyceraldehyde-3-phosphate dehydrogenase (GAPDH) gene was
used as an internal reference gene, and primers for the target gene and primers for the GAPDH
internal reference gene were used to detect the target gene and the GAPDH internal reference gene,

respectively. The sequences of the detection primers are shown in Table 18.

[00655] Table 18: Sequences of Detection Primers

Gene Primer type Primer sequence Fluorescent
group
5'-
Forward primer | TCCTGCGATCAGAAGAGA /
CC-3' (SEQ ID NO: 957)
Target >
ege C3 Reverse primer | GACCTTTGGCCTTAGCATG /
g G-3' (SEQ ID NO: 958)
5'-
Probe primer ACCGACAAGGTGCCTTGG 5'FAM; 3'MGB
CCT-3' (SEQ ID NO: 959)
5'-
Forward primer | TCGTGGAAGGACTCATGA /
CC-3' (SEQ ID NO: 960)
5'-
Rﬁfﬁ:"e GAPDH | Reverse primer | GCAGGGATGATGTTCTGGA /
g G-3' (SEQ ID NO: 961)
5'-
Probe primer | CTCCGCGGCCATCACGCCA | 5VIC; 3IMGB
C-3' (SEQ ID NO: 962)
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[00656] A 10 pL Real-time PCR reaction system was prepared for each PCR detection well
according to the method described in the instruction manual of the real-time quantitative PCR kit.
Each reaction system contained 4 puL of the cDNA solution obtained from the reverse transcription
reaction described above, 5 pL of TagMan™ Fast Advanced Master Mix (2x), 0.15 pL of 10 pM
forward primer, 0.15 pL of 10 uM reverse primer (for primer information, see Table 16), 0.15 pL
of 10 uM probe primer, and 0.55 pL of RNase-Free H.O. The prepared reaction system was placed
on a real-time quantitative PCR system (Bio-Rad, CFX Opus 384), and Real-time PCR
amplification was performed using a two-step method. The amplification program was: 50°C for 2
min, followed by pre-denaturation at 95°C for 20 s, and then 40 cycles of denaturation at 95°C for
3 s and annealing and extension at 60°C for 30 s. In this real-time quantitative PCR method, the
AACt method was used to perform relative quantitative calculations on the expression level and
inhibition rate of the target gene mRNA in each test group according to the technical method
described above in DETAILED DESCRIPTION.

[00657] The results of Example 5 showed that at a single dose of 9 mg/kg, RZ002099, RZ002101,
RZ002106, and RZ002113 significantly inhibited C3 gene mRNA expression (Table 19, FIG. 4).

[00658] Table 19: Change of C3 mRNA Level in Macaca fascicularis Liver After Administration
of the siRNA Conjugates

Group C3 mRNA level (9 mg/kg, D14)
Relative remaining expression level (%) STDEV
PBS 100.00 28.24
RZ002099 15.51 5.60
RZ002101 22.29 12.07
RZ002106 9.86 1.44
RZ002113 12.96 6.94

Example 6: Assessment of C3 Protein Reduction Caused by siRNA Conjugates with
(CR01008)%3 Moiety at 3'-end of Sense Strand in Normal Macaca fascicularis

[00659] This example assessed the expression of C3 protein in the serum of Macaca fascicularis
at different time points after a single administration of (CR01008)x3 moiety conjugates RZ002099,
RZ002101, RZ002106, and RZ002113 using an ELISA method.
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[00660] Animal grouping, administration, and tissue sample collection

[00661] Healthy Macaca fascicularis weighing 3 to 5 kg were grouped according to serum C3
protein levels, with 4 Macaca fascicularis per group, half male and half female. Each test group
was administered a predetermined dose of the drug conjugate, and a PBS control group was
included. The administration dose for all animals was calculated based on their body weight. A
single dose was administered via subcutaneous injection in the abdomen. Each drug conjugate was
administered as a 9 mg/mL (calculated as siRNA) solution in PBS, with a dosing volume of 1
mL/kg (Macaca fascicularis body weight). That is, the administration dose of each drug conjugate
was 9 mg/kg (SiRNA/Macaca fascicularis body weight). The PBS control group was administered
1 mL/kg (Macaca fascicularis body weight) of a PBS solution without the siRNA conjugate.
Macaca fascicularis serum was collected before administration (recorded as pre-dose), on the day
of administration recorded as day 0 (D0), and on day 7 (D7), day 14 (D14), day 21 (D21), day 28
(D28), day 35 (D35), day 42 (D42), day 49 (D49), day 56 (D56), day 63 (D63), day 70 (D70), day
77 (D77), day 84 (D84), day 91 (D91), day 98 (D98), and day 105 (D105) after administration. C3
protein expression was measured using a human complement C3 ELISA kit (Hycult Biotech,
HK366-01).

[00662] The results of Example 6 showed that at a single dose of 9 mg/kg, RZ002099, RZ002101,
RZ002106, and RZ002113 all significantly reduced the C3 protein level in Macaca fascicularis
serum. Among them, the C3 protein reduction caused by RZ002106 reached up to 90%, with an
80% protein reduction still observed at D70, and the protein level had not returned to the pre-dose
level by D105 (FIG. 5, Table 20).

[00663] Table 20: Change of C3 Protein Level in Macaca fascicularis Serum after Administration
of the siRNA Conjugates

pre-dose D7 D14 D21
Group Relative Relative Relative Relative
remainin remainin remainin remainin
expressio% STDEV expressiogrjl STDEV expressiogr]l STDEV expressio% STDEV
level (%) level (%) level (%) level (%)

PBS 100.00 0.00 100.20 6.80 95.70 14.00 104.10 18.10
RZ002099 100.00 0.00 48.57 12.93 27.63 11.82 30.95 14.81
RZ002101 100.00 0.00 47.87 15.67 26.08 8.71 22.75 10.48
RZ002106 100.00 0.00 4431 6.21 21.03 5.24 11.88 3.48
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Rz002113 | 10000 | 000 | 4155 | 138 | 2154 | 98 | 1712 8.27
D28 D35 D42 D49
Relative Relative Relative Relative
level (%) level (%) level (%) level (%)

PBS 82.90 10.00 79.30 7.90 80.60 4.50 88.10 8.40
RZ002099 24.25 11.70 26.75 8.80 30.29 15.16 37.84 24.22
Rz002101 19.11 6.12 20.99 4.49 23.77 6.44 21.76 4.33
RZ002106 13.34 6.63 12.15 4.03 11.87 4.67 9.01 1.95
Rz002113 16.91 5.24 15.70 5.49 15.73 5.48 14.45 5.65

D56 D63 D70 D77
Relative Relative Relative Relative
level (%) level (%) level (%) level (%)

PBS 79.41 7.84 84.87 17.19 87.71 13.88 103.71 10.45
RZ002099 34.34 26.33 / / / / / /
Rz002101 25.18 3.66 / / / / / /
RZz002106 9.51 2.59 15.41 5.99 15.17 4.63 24.45 8.90
Rz002113 19.25 8.15 / / / / / /

D84 D91 D98 D105
Relative Relative Relative Relative

T oo | STOEV | S | SToEV | RS | STOEV | RS | STOEV

level (%) level (%) level (%) level (%)

PBS 99.52 15.57 91.57 3.00 95.00 1.80 117.08 9.46
RZ002099 / / / / / / / /
Rz002101 / / / / / / / /
RZ002106 38.93 16.88 34.23 13.01 36.06 14.85 36.61 13.59
Rz002113 / / / / / / / /

Example 7: Effect of siRNA Conjugates with (CR01008)x3 Conjugated to 3'-end of Sense

Strand on Complement Pathway Activity in Normal Macaca fascicularis

[00664] This example evaluated the complement activity in the serum of Macaca fascicularis at
different time points after a single administration of (CR01008)x3 (i.e., (CR01008x3) ligand)
conjugates RZ002099, RZ002101, RZ002106, and RZ002113.
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[00665] Animal grouping, administration, and tissue sample collection

[00666] Healthy Macaca fascicularis weighing 3 to 5 kg were grouped, with 4
Macaca fascicularis per group, half male and half female. Each test group was administered a
predetermined dose of the drug conjugate, and a PBS control group was included. The
administration dose for all animals was calculated based on their body weight. A single dose was
administered via subcutaneous injection in the abdomen. Each drug conjugate was administered as
a 9 mg/mL (calculated as siRNA) solution in PBS, with a dosing volume of 1 mL/kg
(Macaca fascicularis body weight). That is, the administration dose of each drug conjugate was 9
mg/kg (SiRNA/Macaca fascicularis body weight). The PBS control group was administered 1
mL/kg (Macaca fascicularis body weight) of a PBS solution without the siRNA conjugate.
Macaca fascicularis serum in all groups was collected before administration (recorded as pre-dose),
on the day of administration recorded as day 0 (DO0), and on day 7 (D7), day 14 (D14), day 21
(D21), day 28 (D28), day 35 (D35), day 42 (D42), day 49 (D49), day 56 (D56), day 63 (D63), day
70 (D70), day 77 (D77), day 84 (D84), day 91 (D91), day 98 (D98), and day 105 (D105) after
administration. The activities of the complement system alternative pathway (CAP) and the
complement system classical pathway (CCP) were determined using the WIESLAB® Complement
System Alternative Pathway Kit (COMPL AP330 RUO, IBL America) and the Complement
System Classical Pathway Kit (COMPL CP310 RUO, IBL America).

[00667] The results of Example 7 showed that at a single dose of 9 mg/kg, RZ002099, RZ002101,
RZ002106, and RZ002113 all significantly inhibited the complement alternative pathway in the
serum of Macaca fascicularis, but had no significant effect on the complement classical pathway
in the serum (FIG. 6, FIG. 7, Table 21, Table 22).

[00668] Table 21: Change of Serum CAP Activity in Macaca fascicularis after Administration of
the siRNA Conjugates

pre-dose D7 D14 D21
G Relative Relative Relative Relative
roup remainin remainin remainin remainin
activityg STDEV activityg STDEV activityg STDEV activityg STDEV
(%) (%) (%) (%)

PBS 100.00 0.00 88.36 21.09 101.24 11.59 92.70 4.88
RZ002099 100.00 0.00 50.06 38.25 37.05 44.75 53.62 38.25
RZ002101 100.00 0.00 70.48 21.06 48.03 13.21 35.31 13.64
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RZ002106 100.00 0.00 70.73 32.47 20.20 13.96 9.87 8.83
RZz002113 100.00 0.00 74.86 27.76 32.66 34.63 27.77 27.59
D28 D35 D42 D49
G Relative Relative Relative Relative
rou - - - o
P | remaining | orppy, | remaining | ooy, | remaining | qpppy | remaining | ooy,
activity activity activity activity
(%) (%) (%) (%)

PBS 83.52 15.70 88.55 8.63 93.52 6.11 85.74 6.29
RZ002099 33.90 48.51 65.90 33.90 44.33 42.25 53.30 42.55
RZ002101 21.65 17.68 38.20 22.71 35.92 17.57 46.36 15.37
RZ002106 10.69 11.51 4.69 4.04 7.55 10.01 9.04 10.40
RZ002113 22.33 26.74 21.20 26.92 18.09 22.65 37.16 37.55

D56 D63 D70 D77
G Relative Relative Relative Relative
rou - - i L
P | remaining | orppy, | remaining | qrpypy, | TEMAINING | orppy, | remaining | orpyey
activity activity activity activity
(%) (%) (%) (%)

PBS 87.26 12.82 84.05 13.23 85.94 19.26 90.42 10.01
RZ002099 65.11 27.63 / / / / / /
RZz002101 58.12 17.72 / / / / / /
RZ002106 8.63 10.62 30.58 30.75 31.67 29.63 66.68 38.17
RZ002113 48.77 33.16 / / / / / /

D84 D91 D98 D105
s Relative Relative Relative Relative
rou - - - o
P | remaining | orppy, | remaining | qrppy, | remaining | gpppy, | remaining | orney,
activity activity activity activity
(%) (%) (%) (%)

PBS 82.42 17.05 17.47 18.50 82.48 12.97 91.80 10.47
RZ002099 / / / / / / / /
RZ002101 / / / / / / / /
RZ002106 59.91 37.62 63.49 32.68 74.24 36.30 72.33 31.73
RZ002113 / / / / / / / /

[00669] Table 22: Change of Serum CCP Activity in Macaca fascicularis after Administration of
the siRNA Conjugates

| Group |

pre-dose

D7

D21 |

D28 |

D35

D42
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Relati Relati Relati Relati Relati Relati
ve ve ve ve ve ve
remain | STD | remain | STD | remain | STD | remain | STD | remain | STD | remain | STD

ing EV ing EV ing EV ing EV ing EV ing EV

activit activit activit activit activit activit
y (%) y (%) y (%) y (%) y (%) y (%)

PBS | 100.00 | 0.00 | 104.01 | 11.16 | 99.79 | 7.36 | 104.11 1%2 97.08 | 6.62 | 9157 | 5.24
RZ002 | 10000 | 0.00 | 12328 | 167 | 10876 | 198 | 100.49 | 212 | 10335 | 3.85 | 91.43 | 137
099 0 0 2 6
ngfz 10000 | 0.00 | 112.86 | 929 | 93.61 | 6.07 | 10828 | 8.23 | 8759 | 6.20 | 8639 | 2.74
nggz 100.00 | 0.00 | 102.62 | 8.50 | 89.24 | 6.88 | 91.60 | 593 | 81.16 | 3.79 | 79.86 | 4.17
Rffgz 100.00 | 0.00 | 107.08 | 6.66 | 9217 | 722 | 10428 | 9.25 | 101.74 | 11.14 | 98.14 | 3.99

Example 8: In Vivo Efficacy Evaluation of siRNA Conjugates with L96 Ligand Conjugated
to 3'-end of the Sense Strand in CFA-hIgA Mice

[00670] In this embodiment, an IgA nephropathy mouse model was constructed by inducing IgA-
humanized mice with Complete Freund's Adjuvant (CFA). The inhibitory effect of RZM02003 on
mouse C3 mRNA in CFA-1gA mice was detected by a QPCR method; the expression level of mouse
C3 protein in serum at different time points was determined by an enzyme-linked immunosorbent
assay (ELISA); the deposition of mouse C3 protein and human IgA immune protein in kKidney
tissue was observed by an immunofluorescence method; and kidney tissue lesions were observed
by a Periodic Acid-Schiff (PAS) staining method.

[00671] Animal grouping, administration, and tissue sample collection

[00672] The CFA-hlgA model mice were randomly grouped, with 3 mice in each group. Each test
group was administered a predetermined dose of a drug conjugate, and a PBS control group was
included. For all mice, the drug dose was calculated based on body weight, and the administration
volume was 10 mL/kg (mouse body weight). A single dose of RZM02003 was administered via
subcutaneous injection in the abdomen. Each drug conjugate was administered as a 0.9 mg/mL
(calculated as siRNA) solution in PBS. That is, the administration dose of the drug conjugate was
9 mg/kg (siRNA/mouse body weight). The PBS control group (Model PBS Control Group) was
administered with a PBS solution without an siRNA conjugate at 10 mL/kg (mouse body weight).

[00673] Before administration, the upper pole of kidney tissue of each mouse after modeling was
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collected by an open surgical method. A portion of the kidney tissue was fixed in a 10% formalin
solution, embedded in paraffin, and sectioned for PAS staining to observe pre-administration
kidney tissue lesions; another portion of the kidney tissue was embedded and fixed with OCT
(optimal cutting temperature compound) and then cryosectioned for immunofluorescence staining
of kidney tissue to observe pre-administration mouse C3 deposition and human IgA deposition in
the kidney. The day of administration was recorded as day 0 (D0). On day 14 (D14) after
administration, 3 mice from all groups were euthanized, and on day 28 (D28) after administration,
3 mice from all groups were euthanized. Serum from all euthanized mice was collected, and the
C3 protein expression in the serum was detected using a mouse complement C3 ELISA kit (abcam,
157711). Dissection was performed on the euthanized mice, respectively. The liver tissue of each
euthanized mouse was collected and cut into small pieces of about 2 mm? and stored in RNAlater.
The kidney tissue of each euthanized mouse was collected. A portion of the kidney tissue was fixed
in a 10% formalin solution, embedded in paraffin, and sectioned for PAS staining to observe kidney
tissue lesions on D14 and D28 after administration; another portion of the kidney tissue was
embedded and fixed with OCT, and then cryosectioned for immunofluorescence staining of kidney
tissue to observe mouse C3 deposition and human IgA deposition in the kidney on D14 and D28

after administration.

[00674] The results of Example 8 showed that at a single dose of 9 mg/kg, RZM02003
significantly reduced the C3 mRNA and protein levels in CFA-IgA mice. On day 14 after
administration, the reduction of C3 mRNA and protein reached 98% (FIG. 8, Table 23) and 78%
(FIG. 9, Table 24), respectively. On day 28 after administration, the reduction of C3 mRNA was
still greater than 98% (FIG. 8, Table 23), and the reduction of C3 protein was about 70% (FIG. 9,
Table 24).

[00675] The results of Example 8 showed that at a single dose of 9 mg/kg, RZM02003 could
reduce C3 deposition in kidney tissue, and a significant reduction in C3 fluorescence staining in
kidney tissue was observed on both day 14 and day 28 after administration (FIG. 10).

[00676] Table 23: Inhibitory Activity of sSiRNA Conjugates on C3 mRNA in the Liver of CFA-
higA Mice after Administration of the siRNA Conjugates

| Group C3 mRNA
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Relative remaining expression level (%) STDEV
Model PBS (D14) 100.00 15.63
RZM02003 (D14) 1.11 1.05
Model PBS (D28) 100.00 8.55
RZM02003 (D28) 1.67 0.38

[00677] Table 24: Change of Serum C3 Protein Level in CFA-hIgA Mice after Administration of
the siRNA Conjugate

Grou Serum C3 protein
P Relative remaining expression level (%) STDEV
Model PBS (D14) 100.00 22.24
RZMO02003 (D14) 21.80 4.17
Model PBS (D28) 100.00 29.70
RZMO02003 (D28) 30.14 10.12

[00678] The double-stranded oligonucleotide for inhibiting C3 gene expression, the conjugate
thereof, and uses thereof provided by the present disclosure have been described in detail above.
Specific examples have been used herein to illustrate the principles and embodiments of the present
disclosure, and the description of the above examples is only for the purpose of helping to
understand the method of the present disclosure and its core idea. It should be pointed out that, for
a person skilled in the art, several improvements and modifications can be made to the present
disclosure without departing from the principles of the present disclosure, and these improvements

and modifications also fall within the protection scope of the claims of the present disclosure.
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CLAIMS

1. Adouble-stranded oligonucleotide for inhibiting expression of C3 gene, comprising a sense

strand and an antisense strand;

from 5'-end to 3'-end, nucleotides of positions 2 to 19 of the antisense strand comprise a
complementary region to a C3 RNA transcript, wherein the complementary region comprises at
least 17 contiguous nucleotides of any one of the nucleotide sequences as set forth in SEQ ID NOs:
213 to 424 or a nucleotide sequence having 1, 2 or 3 nucleotide differences from the at least 17

contiguous nucleotides; and

the sense strand comprises at least 17 nucleotides, and the sense strand and the antisense strand
are complementary or substantially complementary to form a duplex region, wherein being
substantial complementary means that the sense strand and the antisense strand have no more than

3 nucleotide mismatches in the duplex region.

2. The double-stranded oligonucleotide according to claim 1, wherein the antisense strand
comprises a nucleotide sequence having 0, 1, 2 or 3 nucleotide differences from any one of the
sequences as set forth in SEQ ID NOs: 213 to 424;

optionally, the antisense strand comprises a nucleotide sequence having 0 or 1 nucleotide

difference from any one of the sequences as set forth in SEQ ID NOs: 213 to 424; and

optionally, the antisense strand is selected from or comprises any one of the nucleotide
sequences as set forth in SEQ ID NOs: 213 to 424.

3. The double-stranded oligonucleotide according to claim 1, wherein the sense strand
comprises at least 17 contiguous nucleotides of any one of the nucleotide sequences as set forth in
SEQ ID NOs: 1 to 212 or a nucleotide sequence having 1, 2 or 3 nucleotide differences from the at

least 17 contiguous nucleotides;

optionally, the sense strand comprises a nucleotide sequence having 0, 1, 2 or 3 nucleotide

differences from any one of the sequences as set forth in SEQ ID NOs: 1 to 212;
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optionally, the sense strand comprises a nucleotide sequence having 0 or 1 nucleotide

difference from any one of the nucleotide sequences as set forth in SEQ ID NOs: 1 to 212; and

optionally, the sense strand is selected from or comprises any one of the nucleotide sequences
as set forth in SEQ ID NOs: 1 to 212.

4. The double-stranded oligonucleotide according to claim 3, wherein the antisense strand
comprises a nucleotide sequence having 0 or 1 nucleotide difference from any one of the nucleotide
sequences as set forth in SEQ ID NOs: 241, 242, 285, 357 or 403,

optionally, the antisense strand comprises any one of the nucleotide sequences as set forth in
SEQ ID NOs: 241, 242, 285, 357 or 403;

optionally, the sense strand comprises a nucleotide sequence having 0 or 1 nucleotide
difference from any one of the nucleotide sequences as set forth in SEQ ID NOs: 29, 30, 73, 145
or 191;

optionally, the sense strand comprises any one of the nucleotide sequences as set forth in SEQ
ID NOs: 29, 30, 73, 145 or 191;

optionally, the double-stranded oligonucleotide comprises one or more pairs of:

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 241 or a
nucleotide sequence having 0 or 1 nucleotide difference therefrom, and a sense strand having a
nucleotide sequence as set forth in SEQ ID NO: 29 or a nucleotide sequence having 0 or 1

nucleotide difference therefrom;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 242 or a
nucleotide sequence having 0 or 1 nucleotide difference therefrom, and a sense strand having a
nucleotide sequence as set forth in SEQ ID NO: 30 or a nucleotide sequence having 0 or 1

nucleotide difference therefrom;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 285 or a
nucleotide sequence having 0 or 1 nucleotide difference therefrom, and a sense strand having a
nucleotide sequence as set forth in SEQ ID NO: 73 or a nucleotide sequence having 0 or 1

nucleotide difference therefrom;
- 143 -



10

15

20

25

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 357 or a
nucleotide sequence having 0 or 1 nucleotide difference therefrom, and a sense strand having a
nucleotide sequence as set forth in SEQ ID NO: 145 or a nucleotide sequence having 0 or 1

nucleotide difference therefrom; and

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 403 or a
nucleotide sequence having 0 or 1 nucleotide difference therefrom, and a sense strand having a
nucleotide sequence as set forth in SEQ ID NO: 191 or a nucleotide sequence having 0 or 1

nucleotide difference therefrom; and
optionally, the double-stranded oligonucleotide comprises:

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 241 or a
nucleotide sequence having 0 or 1 nucleotide difference therefrom, and a sense strand having a
nucleotide sequence as set forth in SEQ ID NO: 29 or a nucleotide sequence having 0 or 1

nucleotide difference therefrom.

5. The double-stranded oligonucleotide according to any one of claims 1 to 4, wherein each
nucleotide of the double-stranded oligonucleotide is independently selected from a modified or

unmodified nucleotide;

optionally, substantially all nucleotides of the double-stranded oligonucleotide are

independently selected from modified nucleotides;

optionally, all nucleotides of the double-stranded oligonucleotide are independently selected

from modified nucleotides;

optionally, each nucleotide of the double-stranded oligonucleotide is independently selected

from the group consisting of:

a 2'-halogen-modified nucleotide, a 2'-deoxy-modified nucleotide, a 2'-O-optionally
substituted C1.6 alkyl-modified nucleotide, a 2'-O-(CH2),-O-R1-modified nucleotide, a 2'-amino-
modified nucleotide, an abasic nucleotide or a nucleotide analog, wherein the nucleotide analog
is one or more selected from PNA, MNA, BNA, LNA, GNA, TNA and UNA,;

wherein n is selected from 1 or 2, Ry is selected from an optionally substituted C1-¢ alkyl
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or an optionally substituted C1.¢ alkoxy; when Ry is substituted, the substituent is selected from a

halogen, a C1.6 alkoxy, a hydroxyl and an amino;
optionally, the 2'-halogen-modified nucleotide is a 2'-fluoro-modified nucleotide;

optionally, the 2'-O-optionally substituted Ci.¢ alkyl-modified nucleotide is a 2'-O-methyl-

modified nucleotide;

optionally, the 2'-O-(CH2)»-O-R:-modified nucleotide is selected from a 2'-O-methoxyethyl-
modified nucleotide, a 2'-O-ethoxymethyl-modified nucleotide and a 2'-0-2,2,2-

trifluoroethoxymethyl-modified nucleotide;

optionally, the 2'-O-(CH2)n-O-R1-modified nucleotide is selected from a 2'-O-methoxyethyl-

modified nucleotide;

optionally, each nucleotide of the double-stranded oligonucleotide is independently selected

from the group consisting of:

a 2'-fluoro-modified nucleotide, a 2'-deoxy-modified nucleotide, a 2'-O-methyl-modified

nucleotide and a 2'-O-methoxyethyl-modified nucleotide; and

optionally, each nucleotide of the double-stranded oligonucleotide is independently selected

from the group consisting of:

a 2'-fluoro-modified nucleotide, a 2'-O-methyl-modified nucleotide and a 2'-O-methoxyethyl-

modified nucleotide.

6. The double-stranded oligonucleotide according to claim 5, wherein the double-stranded

oligonucleotide comprises at least one 2'-O-methoxyethyl-modified nucleotide;

optionally, the antisense strand comprises at least one 2'-O-methoxyethyl-modified nucleotide;

and the sense strand comprises no more than one 2'-O-methoxyethyl-modified nucleotide;

optionally, from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, at least 3
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, no more than one
nucleotide at positions 5, 12, 13, and 18 is selected from a 2'-O-methoxyethyl-modified nucleotide,

and the remaining nucleotides are independently selected from a 2'-O-methyl-modified nucleotide;
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in the nucleotide sequence of the antisense strand, at least 4 nucleotides at positions 2, 6, 14, and
16 are selected from a 2'-fluoro-modified nucleotide, any one of the nucleotides at positions 9 to
12 is selected from a 2'-fluoro-modified nucleotide, at least one nucleotide at positions 8 and 15 is
selected from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are

independently selected from a 2'-O-methyl-modified nucleotide;

optionally, from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining
nucleotides are selected from a 2'-O-methyl-modified nucleotide; and in the nucleotide sequence
of the antisense strand, at least 4 nucleotides at positions 2, 6, 14, and 16 are selected from a 2'-
fluoro-modified nucleotide, any one of the nucleotides at positions 9 to 12 is selected from a 2'-
fluoro-modified nucleotide, at least one nucleotide at positions 8 and 15 is selected from a 2'-O-
methoxyethyl-modified nucleotide, and the remaining nucleotides are independently selected from

a 2'-O-methyl-modified nucleotide;

optionally, from 5-end to 3'-end, in the nucleotide sequence of the sense strand, the
nucleotides at positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining
nucleotides are selected from a 2'-O-methyl-modified nucleotide; and in the nucleotide sequence
of the antisense strand, at least 4 nucleotides at positions 2, 6, 14, and 16 are selected from a 2'-
fluoro-modified nucleotide, any one of the nucleotides at positions 9 to 12 is selected from a 2'-
fluoro-modified nucleotide, the nucleotide at position 8 or 15 is selected from a 2'-O-methoxyethyl-
modified nucleotide, and the remaining nucleotides are independently selected from a 2'-O-methyl-

modified nucleotide;

optionally, the sense strand and the antisense strand of the double-stranded oligonucleotide

have a modification pattern selected from (ds-1) to (ds-8):

(ds-1) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the nucleotides at
positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining nucleotides

are selected from a 2'-O-methyl-modified nucleotide; and

in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 9, 14, and
16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected from

a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a 2'-O-
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methyl-modified nucleotide;

(ds-2) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the nucleotides at
positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining nucleotides

are selected from a 2'-O-methyl-modified nucleotide; and

in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 10, 14,
and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

(ds-3) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the nucleotides at
positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining nucleotides

are selected from a 2'-O-methyl-modified nucleotide; and

in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 11, 14, and
16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected from
a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a 2'-O-

methyl-modified nucleotide;

(ds-4) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the nucleotides at
positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining nucleotides

are selected from a 2'-O-methyl-modified nucleotide; and

in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 12, 14,
and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 8 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

(ds-5) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the nucleotides at
positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining nucleotides

are selected from a 2'-O-methyl-modified nucleotide; and

in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 9, 14, and
16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is selected from

a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a 2'-O-
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methyl-modified nucleotide;

(ds-6) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the nucleotides at
positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining nucleotides

are selected from a 2'-O-methyl-modified nucleotide; and

in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 10, 14,
and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide;

(ds-7) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the nucleotides at
positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining nucleotides

are selected from a 2'-O-methyl-modified nucleotide; and

in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 11, 14, and
16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is selected from
a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a 2'-O-

methyl-modified nucleotide; and

(ds-8) from 5'-end to 3'-end, in the nucleotide sequence of the sense strand, the nucleotides at
positions 7 to 10 are selected from a 2'-fluoro-modified nucleotide, and the remaining nucleotides

are selected from a 2'-O-methyl-modified nucleotide; and

in the nucleotide sequence of the antisense strand, the nucleotides at positions 2, 6, 12, 14,
and 16 are selected from a 2'-fluoro-modified nucleotide, the nucleotide at position 15 is selected
from a 2'-O-methoxyethyl-modified nucleotide, and the remaining nucleotides are selected from a

2'-O-methyl-modified nucleotide; and

optionally, the sense strand comprises two contiguous internucleotide phosphorothioate

linkages at 5'-end; and

the antisense strand comprises two internucleotide phosphorothioate linkages at 5'-end, and

two contiguous internucleotide phosphorothioate linkages at 3'-end.

7. The double-stranded oligonucleotide according to claim 5, wherein each nucleotide of the
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double-stranded oligonucleotide is independently selected from a modified nucleotide;

wherein the sense strand is selected from any one of the sequences as set forth in SEQ ID NOs:
887 to 907; and/or the antisense strand is selected from any one of the sequences as set forth in
SEQ ID NOs: 908 to 943.

8. The double-stranded oligonucleotide according to claim 7, wherein the double-stranded

oligonucleotide comprises one or more pairs of:

Pair Sense strand (5'-3") Antisense strand (5'-3")
RX002 | CmsGmsAMAMGMCmUfCFAfUfGmMA SEQ ID AmsAfsUmAMUmMAfUMUmMCFAMUMGm SEQ ID
245 mAMUmMAmMUmMAmMUmMUm NO: 887 AmMGFC(moe)UfUmCmGmsUmsAm NO: 908
RX002 | CmsGmsAMAMGMCmUfCFAfUfGmMA SEQ ID AmsAfsUmAMUmMAfUMUmMCmATfUMGm SEQ ID
246 mAMUmMAmMUmMAmMUmMUm NO: 887 AmMGFC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAMAMGMCmUfCFAfUTGmMA SEQ ID AmsAfsUmAMUmMAfUMUmMCmAmUGm SEQ ID
247 mAMUmMAmMUmMAmMUmUm NO: 887 AmMGFC(moe)UfUmCmGmsUmsAm NO: 910
RX002 | CmsGmsAmAmMG(moe)CmUTCFAFUTG SEQ ID AmsAfsUmAMUMAfUmMUmMCmAfUmGm SEQID
248 mAMAMUmAmMUmMAmMUmMUm NO: 888 AmMGFC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAMAMGMCmMUTCFAfUFGmMA( SEQ ID AmsAfsUmAMUmMAfUMUmMCmATfUMGm SEQ ID
249 moe)AmUmAmMUmMAmMUmMUm NO: 889 AmMGFC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAMAMGMCmUfCFAfUfGmMA SEQ ID AmsAfsUmAMUmMAfUMUmMCmATfUMGm SEQ ID
250 mA(moe)UmAmMUmMAmMmUmMUm NO: 890 AmMGFC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAMAMGMCmUfCFAfUfGmMA SEQ ID AmsAfsUmAMUmMAfUMUmMCmATfUMGm SEQ ID
251 mAMUmMAmMUmMAmMT(moe)Um NO: 891 AMGFC(moe)UfUmCmGmsUmsAm NO: 909
RX002 | CmsGmsAmAmMG(moe)CmUfCFAFUTG SEQ ID AmsAfsUmAMUMAFUMT(moe)CmAfUm SEQID
252 mAMAMUmAmMUmMAmMUmUm NO: 888 GmMAMGFCmUfUmCmGmsUmsAm NO: 911
RX002 | CmsGmsAMAMGMCmMUTCTAfUfGmMA( SEQ ID AmsAfsUmMAMUMATUMT(moe)CmAfUm SEQID
253 moe)AmUmAmMUmMAmMUmMUm NO: 889 GmAMGFCmUfUmCmGmsUmsAm NO: 911
RX002 | CmsGmsAMAMGMCmUFCFAfUfGmMA SEQ ID AmsAfsUmMAMUMAFUMT(moe)CmAfUm SEQID
254 mA(moe)UmAmUmAmUmUm NO: 890 GmAMGFCmUfUmCmGmsUmsAm NO: 911
RX002 | CmsGmsAMAMGMCmUFCFAfUfGmMA SEQ ID AmsAfsUmMAMUMAFUMT(moe)CmAfUm SEQ ID
255 mAMUmMAmMUMAmMT(moe)Um NO: 891 GmAMGFCmUfUmCmGmsUmsAm NO: 911
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGMUMAMGFUMAMGFAMAmMUmM SEQ ID
256 mAMCmUmMAmMCmAmMUm NO: 892 UmUfC(moe)UfCmUmGmsUmsAm NO: 912
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmUmMAMGfUMAMGmAfAmMUm SEQ ID
257 mAMCmUmMAmMCmAmMUm NO: 892 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmUmMAMGfUMAMGmAmMAfUmM SEQ ID
258 mAMCmUmMAmMCmAmMUm NO: 892 UmUfC(moe)UfCmUmGmsUmsAm NO: 914
RX002 | CmsAmsGmAmMG(moe)AmAFAFfUFUFC SEQ ID AmsUfsGmMUmMAMGIUMAMGmMAFfAMUmM SEQID
259 mUmAMCmUmAmMCmAmMUm NO: 893 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAMSGMAMGMAMAFATUTUTCMT( SEQ ID AmsUfsGmMUmMAMGIUMAmMGmMAfAmMUmM SEQ ID
260 moe)AmCmUmAMCmAmMUm NO: 894 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmMUmMAMGIUMAmMGmMAfAmMUm SEQ ID
261 mA(moe)CmUmAmMCmAmMUm NO: 895 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmMUmMAMGIUMAmMGmMAfAmMUm SEQ ID
262 mAMCmMUmAmMCmA(moe)Um NO: 896 UmUfC(moe)UfCmUmGmsUmsAm NO: 913
RX002 | CmsAmsGmAmMG(moe)AmAFAfUTUTC SEQ ID AmsUfsGmUmMAMGFUmMA(moe)GmAfAm SEQ ID
263 mUmAMCmUmMAmMCmAmMUm NO: 893 UmUmUfCmUfCmUmGmsUmsAm NO: 915
RX002 | CmsAmsGmMAMGmMAmMAfAfUfUTCmT( SEQ ID AmsUfsGmUmMAmMGFUmMA(moe)GmAfAm SEQ ID
264 moe)AmCmUmAmMCmAmMUm NO: 894 UmUmUfCmUfCmUmGmsUmsAm NO: 915
RX002 | CmsAmsGmAMGmMAmMAFAfUfUfCmU SEQ ID AmsUfsGmUmMAMGTUmMA(moe)GmAFAm SEQID
265 mA(moe)CmUmAmMCmAmMUm NO: 895 UmUmUfCmUfCmUmGmsUmsAm NO: 915
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RX002 | CmsAmsGmAMGmMAmAFAfUfUfCmU SEQ ID AmsUfsGmUmAMGTUmA(moe)GmAFAm SEQID
266 mAMCmMUmMAmMCmA(moe)Um NO: 896 UmUmUfCmUfCmUmGmsUmsAm NO: 915
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAFAMGmMCm SEQ ID
267 mAMUmMAMCmAmMAmMAmM NO: 897 AMAFT(moe)UfCmUmCmsCmsUm NO: 916
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMATGmMCm SEQ ID
268 mAMUmMAMCmAmMAmMAmM NO: 897 AMAFT(moe)UfCmUmCmsCmsUm NO: 917
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAmMGTCm SEQ ID
269 mAMUmMAMCmAmMAmMAmM NO: 897 AMAFT(moe)UfCmUmCmsCmsUm NO: 918
RX002 | GmsAmsGmAmA(moe)UmUFGFCfUfU SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAfGmCm SEQID
270 mCmAMUmMAmMCmAmMAmMAmM NO: 898 AMAFT(moe)UfFCmUmCmsCmsUm NO: 917
RX002 | GmsAMsGMAMAmMUmMUTGFCfUfUmC( SEQ ID UmsUfsUmGmUmMAfUMGmMAmMATGmMCm SEQ ID
271 moe)AmMUmAMCmMAMAmMAmM NO: 899 AMAFT(moe)UfCmUmCmsCmsUm NO: 917
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMATGmMCm SEQ ID
272 mA(moe)UmAMCmAmMAMAmM NO: 900 AMAFT(moe)UfFCmUmCmsCmsUm NO: 917
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMATGmMCm SEQ ID
273 mAMUMAMCmAmMA(moe)Am NO: 901 AMAFT(moe)UfCmUmCmsCmsUm NO: 917
RX002 | GmsAmsGmAmA(moe)UmUFGFCTUfU SEQ ID UmsUfsUmGmUmMAfUmMG(moe)AmAfGm SEQ ID
274 mCmAMUmMAmMCmAmMAmMAmM NO: 898 CmAMAfUMUfCmUmCmsCmsUm NO: 919
RX002 | GmsAmMsGMAMAmMUmMUTGFCfUfUmC( SEQ ID UmsUfsUmGmUmMAfUMG(moe)AmAfGm SEQID
275 moe)AmMUmAmMCmAmMAmMAmM NO: 899 CmAMAfUMUfCmUmCmsCmsUm NO: 919
RX002 | GmsAmsGmMAmMAmMUmMUFGFCIUfUmC SEQ ID UmsUfsUmGmUmMAfUMG(moe)AmAfGm SEQID
276 mA(moe)UmAMCmAmMAMAmM NO: 900 CmAmMAfUMUfCmUmCmsCmsUm NO: 919
RX002 | GmsAmsGMAmMAMUmMUFGFCTUfUmC SEQ ID UmsUfsUmGmUmMAfUMG(moe)AmAfGm SEQID
277 mAMUMAMCmAmMA(moe)Am NO: 901 CmAmMAfUMUfCmUmCmsCmsUm NO: 919
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAmMCTAMGmMGm SEQ ID
278 mAMAMUmMAmMAMAmMUmM NO: 902 UmGfA(moe)GFUmUmGmsAmsUm NO: 920
RX002 | CmsAmsAmCmUmCmAFCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmMATfGmMmGm SEQ ID
279 mAMAMUmMAmMAMAmMUmM NO: 902 UmGfA(moe)GFUmUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmAmMGTGm SEQ ID
280 mAMAMUmMAmMAMAmMUmM NO: 902 UmGfA(moe)GFUmUmGmsAmsUm NO: 922
RX002 | CmsAmSAmMCmT(moe)CmAFfCfCfUIG SEQ ID AmsUfsUmUmAmMUfUmMAmMCmAfGmGm SEQID
281 mUmAmMAmMUmAmMAmMAmUm NO: 903 UmGfA(moe)GFUmMUmGmsAmsUm NO: 921
RX002 | CmsAmsAmMCmUmMCmAFCFCFUFGMT( SEQ ID AmsUfsUmUmAmMUfUMAMCmMATfGmMmGm SEQ ID
282 moe)AmAmMUmAmMAmMAmMUm NO: 904 UmGfA(moe)GFUMUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmMATfGmMmGm SEQ ID
283 mA(moe)AmUmAmMAmMAmMUmM NO: 905 UmGfA(moe)GFUmUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmMATfGmMmGm SEQ ID
284 mAMAMUMAMAMA(moe)Um NO: 906 UmGfA(moe)GfUmUmGmsAmsUm NO: 921
RX002 | CmsAmsAmCmT(moe)CmAFfCfCfUTG SEQ ID AmsUfsUmUmAmMUfUmMA(moe)CmAfGm SEQ ID
285 mUmAmMAmMUmAmMAMAmUm NO: 903 GmUmMGFAMGTUmUmGmsAmsUm NO: 923
RX002 | CmsAmsAmMCmUmMCmAFCfCfUfGmMT( SEQ ID AmsUfsUmUmAmMUfUmMA(moe)CmAfGm SEQ ID
286 moe)AmMAmMUmMAmMAmMAmMUmM NO: 904 GmUMGFAMGIUmUmGmMsAmsUm NO: 923
RX002 | CmsAmSAMCmUmMCMmAFCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUmMA(moe)CmAfGm SEQ ID
287 mA(moe)AmUmAMAmMAmMUmM NO: 905 GmMUMGFAMGIUmUmMGmMsAmsUm NO: 923
RX002 | CmsAmsAMCmUmMCMAFCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUmMA(moe)CmAfGm SEQID
288 mAMAMUmMAmMAmMA(moe)Um NO: 906 GmUmMGFAMGTUmUmGmsAmsUm NO: 923
RX002 | CmsGmsAmMAmMG(moe)CmUTCFAFUTG SEQ ID AmsAfsUmMAMUMAfUmMUmCmAmMUfGm SEQID
289 mAMAMUmMAmMUmMAmMUmUm NO: 888 AmMGFC(moe)UfFUmCmGmsUmsAm NO: 910
RX002 | CmsGmsAMAMGMCmUfCfAfUfGmMA SEQ ID AmsAfsUmAMUMAfUMUmMCmAmUTGm SEQ ID
290 mA(moe)UmAmUmAmMUmMUm NO: 890 AmMGFC(moe)UfUmCmGmsUmsAm NO: 910
RX002 | CmsGmsAMAMGmMCmUfCfAfUfGmA SEQ ID AmsAfsUmAMUMAFUMT (moe)CmAmUf SEQ ID
291 mA(moe)UmAmUmAmMUmMUm NO: 890 GmMAmMGFCmMUfUmCmGmsUmsAm NO: 924
RX002 | CmsGmsAMAMGmMCmUfCfAfUfGmA SEQ ID AmsAfsUmAMUMAFUMT (moe)CmAmUf SEQ ID
292 mAMUMAMUMAmMT(moe)Um NO: 891 GmAMGFCmUfUmCmGmsUmsAm NO: 924
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmMUmMAMGfUMAMGmMAmMAfUmM SEQ ID
293 mA(moe)CmUmAmMCmAmMUm NO: 895 UmUfC(moe)UfCmUmGmsUmsAm NO: 914
RX002 | CmsAmsGmAMGmMAmMAFAfUfUfCmU SEQ ID AmsUfsGmMUmMAMGTUmMA(moe)GmAmAfF SEQID
294 mAMCmUmMAmMCmA(moe)Um NO: 896 UmUmUfCmUfCmUmGmsUmsAm NO: 925
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAMUfUMAMCmMAmMGIGm SEQ ID
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295 mA(moe)AmUmAMAmMAmMUmM NO: 905 UmGfA(moe)GFUmUmGmsAmsUm NO: 922
RX002 | CmsAmsAmCmUmCmAfCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUmA(moe)CmAmGf SEQ ID
296 mAMAMUmMAmMAmMA(moe)Um NO: 906 GmUMGFAMGFUmUmMGmMsAmsUm NO: 926
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmUmAmMGfUMAMGmAmMAmMUf SEQ ID
297 mAMCmUmMAMCmAmMUm NO: 892 UmUfC(moe)UfCmUmGmsUmsAm NO: 927
RX002 | AmsAmsAmUmUmCmUfAfCfUfAMC SEQ ID UmsAfsUmAMGmMAfUMGmUmMAmMGmUf SEQ ID
298 mAMUmCmUmAmMUmMAmM NO: 907 AmGFAMAfUMUmUmsCmsUm NO: 928
RX002 | AmsAmsAmUmUmCmUfAfCfUfAMC SEQ ID UmsAfsUmAMGmMAfUMGmMUFfAMGmUm SEQ ID
299 mAmMUmCmUmAmMUmMAmM NO: 907 AmMGFA(moe)AfUmUmUmsCmsUm NO: 929
RX002 | AmsAmsAmUmUmCmUfAfCfUfAMC SEQ ID UmsAfsUmAMGmMAfUMGmUmMAmMGmUf SEQ ID
300 mAmMUmCmUmAmMUmMAmM NO: 907 AmMGFA(moe)AfUmUmUmsCmsUm NO: 930
RX002 | CmsGmsAMAMGMCmUfCFAfUTGmMA SEQ ID AmsAfsUmAMUmMAfUMUmMCFAMUMGm SEQ ID
301 mAMUmAmMUmAmMUmUm NO: 887 AmGFCmUfUmCmGmsUmsAm NO: 931
RX002 | CmsGmsAMAMGMCmUfCFAfUTGmMA SEQ ID AmsAfsUmAMUmMAfUmMUmMCmAmMUmMGTF SEQ ID
302 mAMUmAmMUmAmMUmUm NO: 887 AmGFCmUfUmCmGmsUmsAm NO: 932
RX002 | CmsGmsAMAMGMCmUfCFAfUTGmMA SEQ ID AmsAfsUmAMUMAfUMUmMCmAmMUmMGTF SEQ ID
303 mAmMUmAmMUmAmMUmMUm NO: 887 AmGfC(moe)UfUmCmGmsUmsAm NO: 933
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCFAMGmMGm SEQ ID
304 mAMAMUmMAMAMAmMUm NO: 902 UmGFAMGFUmUmGmsAmsUm NO: 934
RX002 | CmsAmsAmCmUmCmAFCfCfUfGmU SEQ ID AmsUfsUmUmAmMUfUMAMCmAmMGmGf SEQ ID
305 mAMAMUmMAMAMAMUm NO: 902 UmGFAMGFUmUmGmsAmsUm NO: 935
RX002 | CmsAmsAmCmUmCmAFCFCfUfGmU SEQ ID AmsUfsUmUmAMUfUMAMCmAmMGmGTF SEQ ID
306 mAMAMUmMAmMAMAmMUmM NO: 902 UmGfA(moe)GFUmUmGmsAmsUm NO: 936
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGMUMAMGFUMAMGFAMAmMUmM SEQ ID
307 MAMCmMUMAMCmAmMUm NO: 892 UmUFfCmUfCmUmGmMsUmsAm NO: 937
RX002 | CmsAmsGmAmMGmAmMAFAfUfUfCmU SEQ ID AmsUfsGmUmMAmMGfUMAMGmMAmMAmUf SEQ ID
308 MAMCmMUmMAmMCmAmMmUm NO: 892 UmUfCmUfCmUmGmsUmsAm NO: 938
RX002 | AmsAmsAmUmUmCmUfAFCfUFAMC SEQ ID UmsAfsUmAMGmMAfUMGmMUFfAMGmUm SEQ ID
309 mAmMUmCmUmAmMUmMAmM NO: 907 AmGFAMAfUMUmUmsCmsUm NO: 939
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAFAMGmMCm SEQ ID
310 mAMUMAMCmAmMAmMAmM NO: 897 AmAfUMUfCmUmMCmsCmsUm NO: 940
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAmMGmCf SEQ ID
311 mAMUmAMCmMAmMAmMAmM NO: 897 AmAFfUMUfCmUmMCmsCmsUm NO: 941
RX002 | GmsAmsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAFAMGmMCm SEQ ID
312 mAMUmMAMCmAmMAmMAmM NO: 897 AmMAfU(moe)UfCmUmCmsCmsUm NO: 942
RX002 | GmsAmMsGmAMAmMUmMUGFCfUfUmC SEQ ID UmsUfsUmGmUmMAfUMGmMAmMAmMGmCf SEQ ID
313 mAMUmMAMCmAmMAmMAmM NO: 897 AmAfU(moe)UFCmUmCmsCmsUm NO: 943

9. The double-stranded oligonucleotide according to claim 7, wherein the sense strand is
selected from any one of the sequences as set forth in SEQ ID NOs: 887, 892, 897, 902, and 907,
and/or

the antisense strand is selected from any one of the sequences as set forth in SEQ ID NOs:
908, 912, 914, 920, and 927 to 943.

10. The double-stranded oligonucleotide according to claim 9, wherein the double-stranded

oligonucleotide comprises one or more pairs of:

| Pair | Sense strand (5'-3") Antisense strand (5'-3")
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RX002 | CmsGmsAMAMGmMCmUTCFATUG SEQ ID NO: AmsAfsUmMAMUMAfUMUmMCFAMUMG SEQ ID
245 mAMAMUmMAMUmMAmUmUm 887 mAMGfC(moe)UfUmCmGmsUmsAm NO: 908
RX002 | CmsAmsGmAMGmMAmMAFAFUTfUfC SEQ ID NO: AmsUfsGmUMAMGfUmMAMGFAmMAmMU SEQ ID
256 mUmAMCmUmAmMCmAmMUm 892 mUmUfC(moe)UfCmUmGmsUmsAm NO: 912
RX002 | CmsAmsGmAMGmMAMAFAfUTUfC SEQ ID NO: AmsUfsGMUMAMGIUMAmMGmMAmMAfU SEQ ID
258 mUmAMCmUmAmMCmAmMUm 892 mUmUfC(moe)UfCmUmGmsUmsAm NO: 914
RX002 | CmsAmsAMCmUmMCmATfCFCfUfGm | SEQ ID NO: AmsUfsUmUmAMUfUMAMCFAMGmMG SEQ ID
278 UmAmAMUmMAmMAMAmMUm 902 mUmGfA(moe)GfFUmUmGmsAmsUm NO: 920
RX002 | CmsAmsGmAMGmMAmMAFAFUTUfC SEQ ID NO: | AmsUfsGmUmAmMGfUmAmMGmMAmMAmMU SEQ ID
297 mUmAMCmUmAmMCmAmMUm 892 fUmUfC(moe)UfCmUmGmsUmsAm NO: 927
RX002 | AmsAmsAmUmUmCmUfAFCFUTA SEQ ID NO: | UmsAfsUmAMGmMAfUMGmUMAmMGmMU SEQ ID
298 mCmAMUmMCmUmAmMUmMAm 907 FAMGFAMAfUmMUmUmsCmsUm NO: 928
RX002 | AmsAmsAmUmUmCmUfAFCFUTA SEQ ID NO: UmsAfsUmAMGmMAfUMGmUfAMGmU SEQ ID
299 mCmAMUmMCmUmAmMUmMAm 907 MAMGFA(moe)AfUmUmUmsCmsUm NO: 929
RX002 | AmsAmsAmUmUmCmUfAFCFUTA SEQ ID NO: | UmsAfsUmAMGmMAfUMGmUMAmMGmMU SEQ ID
300 mCmAMUmMCmUmAmMUmMAm 907 fAMGfA(moe)AfUmUmUmsCmsUm NO: 930
RX002 | CmsGmsAMAmMGmMCmUTCFATUG SEQ ID NO: AmsAfsUMAMUMAfUMUmMCTAMUMG SEQ ID
301 mAMAMUMAMUmMAmMUmMUm 887 mMAMGfCmUfUmCmGmsUmsAm NO: 931
RX002 | CmsGmsAmMAmMGmMCmUTfCFATUG SEQ ID NO: | AmsAfsUmAmMUmMAfUmUmCmAmMUmMG SEQ ID
302 mAMAMUMAMUmMAmMUMUmM 887 FAMGFCmMUfUmMCmGmsUmsAm NO: 932
RX002 | CmsGmsAmMAMGmMCmUTCFATUG SEQ ID NO: | AmsAfsUmAmMUmMAfUmUmCmAmMUmMG SEQ ID
303 mAMAMUmMAMUmMAmUmUm 887 fAMGFC(moe)UfUmCmGmsUmsAm NO: 933
RX002 | CmsAmsAMCmUmMCmATCFCfUfGm | SEQ ID NO: AmsUfsUmUmAMUfUMAMCTAMGmMG SEQ ID
304 UmAmMAmMUmMAmMAmMAmUmM 902 mUmGFAMGIUmUmGmsAmsUm NO: 934
RX002 | CmsAmsAMCmUMCmMATCFCfUfGm | SEQ ID NO: | AmsUfsUmUmAMUfUMAMCmAMGmMG SEQ ID
305 UmAmMAMUmMAmMAmMAmUmM 902 fUMGFAMGIUmMUmMGmMsAmsUm NO: 935
RX002 | CmsAmsAMCmUMCmATFCFCfUfGm | SEQ ID NO: | AmsUfsUmUmAmMUfUmMAMCmAmMGmG SEQ ID
306 UmAmAMUmMAmMAmMAmMUm 902 fUmGFA(moe)GFUmMUmGmMsAmsUm NO: 936
RX002 | CmsAmsGmAMGmMAMAFAFUTUfC SEQ ID NO: AmsUfsGmUMAMGfUmMAmMGFAmMAmMU SEQ ID
307 mUmMAMCmMUmMAmMCmAmMUm 892 mUmUfCmUfCmUmGmsUmsAm NO: 937
RX002 | CmsAmsGmAMGmMAMAFAfUTUfC SEQ ID NO: | AmsUfsGmUmAMGfUmMAMGmMAmMAmMU SEQ ID
308 mUmMAMCmMUmMAmMCmAmMUm 892 fUmUfCmUfCmUmGmsUmsAm NO: 938
RX002 | AmsAmsAmUmUmCmUfAFCFUTA SEQ ID NO: UmsAfsUmAMGmAfUMGmUfAMGmU SEQ ID
309 mCmMAMUMCmUmAmMUmMAmM 907 MAMGFAMAfUmMUmUmsCmsUm NO: 939
RX002 | GmsAmsGmAmMAmMUmMUfGfCfUfU SEQ ID NO: UmsUfsUmGmUmAfUMGmMAFAMGmC SEQ ID
310 MCMAMUMAMCmAMAMAmM 897 mAMAfUMUfCmUmCmsCmsUm NO: 940
RX002 | GmsAmsGmAmMAmMUmMUfGfCfUfU SEQ ID NO: | UmsUfsUmGmUmMAfUMGmMAmMAmMGmC SEQ ID
311 mMCMAMUMAMCmAMAMAmM 897 fFAMAfUMUfCmUmCmsCmsUm NO: 941
RX002 | GmsAmsGmAmMAmUmMUFGfCfUfU SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAFAMGmC SEQ ID
312 mCmAMUmMAMCmAmMAmMAmM 897 MAMAfU(moe)UfCmUmCmsCmsUm NO: 942
RX002 | GmsAmsGmAmMAmMUmMUfGfCfUfU SEQ ID NO: | UmsUfsUmGmUmMAfUMGmMAmMAmMGmC SEQ ID
313 mCmAMUmMAMCmAmMAmMAmM 897 fAMATU(moe)UFfCmUmCmsCmsUm NO: 943

11. The double-stranded oligonucleotide according to claim 10, wherein the double-stranded

oligonucleotide is:

Pair Sense strand (5'-3") Antisense strand (5'-3")
RX002 | CmsAmsGmAMGmMAMAFAFUTUfC SEQ ID NO: AmsUfsGMUMAMGfUmMAmMGmMAmMAfU SEQ ID
258 mUmAMCmUmAmMCmAmUm 892 mUmUfC(moe)UfCmUmGmsUmsAm NO: 914

12. A double-stranded oligonucleotide for inhibiting the expression of C3 gene, wherein the
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double-stranded oligonucleotide comprises a sense strand and an antisense strand, and each

nucleotide of the double-stranded nucleotide is independently selected from a modified nucleotide;

wherein the nucleotide sequence from positions 2 to 19 of the antisense strand comprises at
least 17 contiguous nucleotides from any one of the nucleotide sequences as set forth in SEQ ID
NOs: 908 to 943 or a nucleotide sequence having 1, 2 or 3 nucleotide base differences from the

contiguous nucleotides; and

the sense strand comprises at least 17 nucleotides, and the sense strand and the antisense strand
are complementary or substantially complementary to form a duplex region, wherein being
substantial complementary means that the sense strand and the antisense strand have no more than

3 nucleotide mismatches in the duplex region.

13. The double-stranded oligonucleotide according to claim 12, wherein the antisense strand
comprises a nucleotide sequence having 0, 1, 2 or 3 nucleotide base differences from any one of
the sequences as set forth in SEQ ID NOs: 908 to 943,;

optionally, the antisense strand comprises a nucleotide sequence having 0 or 1 nucleotide base

difference from any one of the sequences as set forth in SEQ ID NOs: 908 to 943; and

optionally, the antisense strand comprises any one of the nucleotide sequences as set forth in
SEQ ID NOs: 908 to 943.

14. The double-stranded oligonucleotide according to claim 12, wherein the sense strand
comprises at least 17 contiguous nucleotides of any one of the nucleotide sequences as set forth in
SEQ ID NOs: 887 to 907 or a nucleotide sequence having 1, 2 or 3 nucleotide base differences

from the at least 17 contiguous nucleotides;

optionally, the sense strand comprises a nucleotide sequence having 0, 1, 2 or 3 nucleotide

base differences from any one of the sequences as set forth in SEQ ID NOs: 887 to 907;

optionally, the sense strand comprises a nucleotide sequence having 0 or 1 nucleotide base

difference from any one of the nucleotide sequences as set forth in SEQ ID NOs: 887 to 907; and
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optionally, the sense strand comprises any one of the nucleotide sequences as set forth in SEQ
ID NOs: 887 to 907.

15. The double-stranded oligonucleotide according to any one of claims 12 to 14, wherein the

double-stranded oligonucleotide comprises one or more pairs of:

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 908, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887,

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 909, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 910, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 909, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 888;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 909, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 889;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 909, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 890;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 909, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 891;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from

the sequence as set forth in SEQ ID NO: 911, and a sense strand having a nucleotide sequence with
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0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 888;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 911, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 889;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 911, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 890;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 911, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 891,

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 912, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 913, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 914, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 913, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 893;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 913, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 894;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 913, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 895;
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an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 913, and a sense strand having a nucleotide sequence with
0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 896;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 915, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 893;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 915, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 894;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 915, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 895;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 915, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 896;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 916, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 917, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 918, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 917, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 898;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
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the sequence as set forth in SEQ ID NO: 917, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 899;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 917, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 900;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 917, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 901,

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 919, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 898;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 919, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 899;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 919, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 900;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 919, and a sense strand having a nucleotide sequence with
0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 901;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 920, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 902;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 921, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 902;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from

the sequence as set forth in SEQ ID NO: 922, and a sense strand having a nucleotide sequence with
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0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 902;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 921, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 903;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 921, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 904;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 921, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 905;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 921, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 906;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 923, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 903;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 923, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 904;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 923, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 905;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 923, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 906;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 910, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 888;

- 158 -



10

15

20

25

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 910, and a sense strand having a nucleotide sequence with
0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 890;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 924, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 890;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 924, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 891,

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 914, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 895;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 925, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 896;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 922, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 905;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 926, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 906;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 927, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 928, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 907,

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
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the sequence as set forth in SEQ ID NO: 929, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 907,

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 930, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 907,

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 931, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887,

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 932, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887,

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 933, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887,

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 934, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 902;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 935, and a sense strand having a nucleotide sequence with
0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 902;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 936, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 902;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 937, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from

the sequence as set forth in SEQ ID NO: 938, and a sense strand having a nucleotide sequence with
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0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 939, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 907;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 940, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897,

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 941, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897,

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 942, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897; and

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 943, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897;
optionally, the double-stranded oligonucleotide comprises one or more pairs of:

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 908 and a sense

strand having a nucleotide sequence as set forth in SEQ ID NO: 887,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 909 and a sense

strand having a nucleotide sequence as set forth in SEQ ID NO: 887,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 910 and a sense

strand having a nucleotide sequence as set forth in SEQ ID NO: 887,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 909 and a sense

strand having a nucleotide sequence as set forth in SEQ ID NO: 888;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 909 and a sense

strand having a nucleotide sequence as set forth in SEQ ID NO: 889;
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an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 890;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 891;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 888;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 889;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 890;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 891,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO

strand having a nucleotide sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence as set forth in SEQ 1D NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO
strand having a nucleotide sequence as set forth in SEQ ID NO: 893;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO

strand having a nucleotide sequence as set forth in SEQ ID NO: 894,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO

strand having a nucleotide sequence as set forth in SEQ ID NO: 895;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO

strand having a nucleotide sequence as set forth in SEQ ID NO: 896;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO
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strand having a nucleotide sequence as set forth in SEQ ID NO: 893;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 894,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 895;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 896;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 897,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 897,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 897,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 898;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 899;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 900;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 901;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 898;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 899;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 900;
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an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 901;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 902;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 902;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 902;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 903;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 904;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 905;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 906;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 903,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 904;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 905;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 906;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 888;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:
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strand having a nucleotide sequence as set forth in SEQ ID NO: 890;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 890;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 891;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 895;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 896;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 905;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 906;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 907,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 907,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 907,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 887,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 887,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 887,
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an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 902;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 902;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 902;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 907,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 897,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 897,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 897; and

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 897.

934 and a sense

935 and a sense

936 and a sense

937 and a sense

938 and a sense

939 and a sense

940 and a sense

941 and a sense

942 and a sense

943 and a sense

16. The double-stranded oligonucleotide according to any one of claims 12 to 14, wherein the

antisense strand comprises a nucleotide sequence having 0, 1, 2 or 3 nucleotide base differences
from any one of the sequences as set forth in SEQ ID NO: 908, 912, 914, 920, and 927 to 943,;

optionally, the antisense strand comprises a nucleotide sequence having 0 or 1 nucleotide base
difference from any one of the sequences as set forth in SEQ ID NO: 908, 912, 914, 920, and 927

to 943; and
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optionally, the antisense strand comprises any one of the sequences as set forth in SEQ ID NO:
908, 912, 914, 920, and 927 to 943.

17. The double-stranded oligonucleotide according to any one of claims 12 to 14, wherein the
sense strand comprises a nucleotide sequence having 0, 1, 2 or 3 nucleotide base differences from
any one of the sequences as set forth in SEQ ID NO: 887, 892, 897, 902, and 907,

optionally, the sense strand comprises a nucleotide sequence having 0 or 1 nucleotide base
difference from any one of the sequences as set forth in SEQ ID NO: 887, 892, 897, 902, and 907,

and

optionally, the sense strand comprises any one of the sequences as set forth in SEQ ID NO:
887, 892, 897, 902, and 907.

18. The double-stranded oligonucleotide according to any one of claims 16 to 17, wherein the

double-stranded oligonucleotide comprises one or more pairs of:

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 908, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 931, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887,

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 932, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 887;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 933, and a sense strand having a nucleotide sequence with
0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 887;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
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the sequence as set forth in SEQ ID NO: 912, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 914, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 927, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 937, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 938, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 940, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 941, and a sense strand having a nucleotide sequence with
0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 942, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897,

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 943, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 897,

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from

the sequence as set forth in SEQ ID NO: 920, and a sense strand having a nucleotide sequence with
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0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 902;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 934, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 902;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 935, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 902;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 936, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 902;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 928, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 907;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 929, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ 1D NO: 907;

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 930, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 907; and

an antisense strand having a nucleotide sequence with 0 or 1 nucleotide base difference from
the sequence as set forth in SEQ ID NO: 939, and a sense strand having a nucleotide sequence with

0 or 1 nucleotide base difference from the sequence as set forth in SEQ ID NO: 907,
optionally, the double-stranded oligonucleotide comprises one or more pairs of:

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 908 and a sense

strand having a nucleotide sequence as set forth in SEQ ID NO: 887,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 931 and a sense

strand having a nucleotide sequence as set forth in SEQ ID NO: 887,
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an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 887,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 887,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 892;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 897,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 897,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 897,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 897,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 902;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

strand having a nucleotide sequence as set forth in SEQ ID NO: 902;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO:

- 170 -

932 and a sense

933 and a sense

912 and a sense

914 and a sense

927 and a sense

937 and a sense

938 and a sense

940 and a sense

941 and a sense

942 and a sense

943 and a sense

920 and a sense

934 and a sense

935 and a sense



10

15

20

25

strand having a nucleotide sequence as set forth in SEQ ID NO: 902;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 936 and a sense

strand having a nucleotide sequence as set forth in SEQ ID NO: 902;

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 928 and a sense

strand having a nucleotide sequence as set forth in SEQ ID NO: 907,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 929 and a sense

strand having a nucleotide sequence as set forth in SEQ ID NO: 907,

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 930 and a sense

strand having a nucleotide sequence as set forth in SEQ ID NO: 907; and

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 939 and a sense

strand having a nucleotide sequence as set forth in SEQ ID NO: 907.

19. The double-stranded oligonucleotide according to any one of claims 12 to 14, wherein the
antisense strand comprises a nucleotide sequence having 0, 1, 2 or 3 nucleotide base differences
from the sequence as set forth in SEQ ID NO: 914;

optionally, the antisense strand comprises a nucleotide sequence having 0 or 1 nucleotide base
difference from the sequence as set forth in SEQ ID NO: 914; and

optionally, the antisense strand comprises the sequence as set forth in SEQ ID NO: 914.

20. The double-stranded oligonucleotide according to claim 19, wherein the sense strand
comprises a nucleotide sequence having 0, 1, 2 or 3 nucleotide base differences from the sequence
as set forth in SEQ ID NO: 892,

optionally, the sense strand comprises a nucleotide sequence having 0 or 1 nucleotide base
difference from the sequence as set forth in SEQ ID NO: 892; and

optionally, the sense strand comprises the sequence as set forth in SEQ ID NO: 892.
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21. The double-stranded oligonucleotide according to claim 20, wherein the double-stranded

oligonucleotide comprises:

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 914 or a
nucleotide sequence having 0 or 1 nucleotide base difference therefrom, and a sense strand having
a nucleotide sequence as set forth in SEQ ID NO: 892 or a nucleotide sequence having 0 or 1

nucleotide base difference therefrom.

22. The double-stranded oligonucleotide according to claim 21, wherein the double-stranded

oligonucleotide comprises:

an antisense strand having a nucleotide sequence as set forth in SEQ ID NO: 914, and a sense

strand having a nucleotide sequence as set forth in SEQ ID NO: 892.

23. The double-stranded oligonucleotide according to any one of claims 1 to 22, wherein the

double-stranded oligonucleotide is SiRNA.

24. A conjugate comprising the double-stranded oligonucleotide according to any one of

claims 1 to 23, and one or more gene delivery carriers;

optionally, the gene delivery carrier is selected from a ligand capable of binding to a cell

surface receptor;
optionally, the ligand is selected from a ligand of asialoglycoprotein receptor (ASGPR ligand);
optionally, the ASGPR ligand comprises galactose or a derivative thereof;

the galactose or the derivative thereof is selected from galactose, galactosamine, N-
formyl galactosamine, N-acetyl galactosamine, N-propionyl galactosamine, N-n-butyryl

galactosamine and N-isobutyryl galactosamine; and

optionally, the number of the ASGPR ligand is one, and the one ASGPR ligand is conjugated

to 3'-end of the sense strand of the double-stranded oligonucleotide.
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25. The conjugate according to claim 24, wherein the conjugate comprises a structure as
shown by formula (101):

( RIigand%m_Nu

(101)

wherein Nu represents the double-stranded oligonucleotide;

5 each Riigand is independently selected from an ASGPR ligand; and
m is selected from 1, 2, 3 and 4;
optionally, m is 1; and

optionally, m is one, and the one Riigand IS conjugated to 3'-end of the sense strand.

10 26. The conjugate according to claim 25, wherein each Riigand IS independently selected from

a structure as shown by formula (201), a pharmaceutically acceptable salt thereof and a steroisomer

thereof:
%
|
o)
o=F|>—z
0 OH
O R2 O
P H oL
N—C—Clz—L—Y OH
R
ol AcHN OH
j 201
b J (201)

wherein * represents a conjugation site of the ligand on the sense strand or the antisense strand;
15 j is selected from 1, 2, 3 and 4;

each Z is selected from hydroxy and sulfydryl,

each p is selected from 1, 2 and 3;

each q is selected from 1, 2 and 3;
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each Rq is independently selected from H, any optionally substituted C;.¢ alkyl and optionally

substituted Ci.¢ alkoxy;

o
%RLa—[—H—g—RLb{?%

wherein Ria and Ry are independently selected from any optionally substituted C1.10 alkylene, and

each L is selected from optionally substituted C>-20 alkylene and

5 kisselected from 1, 2, 3, 4 and 5; and

each Y is selected from O, S and NH;
optionally, m is selected from 1, 2 or 3;
optionally, m is 3;
optionally, Z is hydroxy;

10 optionally, p is 1;
optionally, q is 1;
optionally, Rz is H;

optionally, each L is selected from optionally substituted Cz10 alkylene and
O
I

RN C—Ru

15  substituted Ci-10 alkylene, and k is selected from 1, 2 and 3;

, Wherein Ria and Rup are independently selected from any optionally

optionally, k is 1;

optionally, each L is selected from W : N : M
NN NN
2 MM \(\/\/\/\/\)x
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Irz

and

(0]
‘L(\/\/\NM
H : and

optionally, Y is O.

5
27. The conjugate according to claim 26, wherein each Riigand is independently selected from
a structure as shown by formula (202), a pharmaceutically acceptable salt thereof and a steroisomer
thereof:
*
|
o)
o=F|>—OH
o) OH
0
H [ H2
N—C—C —L—O OH
e} AcHN OH
j 202
by (202)
10

28. The conjugate according to any one of claims 25 to 27, wherein each Riigand IS
independently selected from a structure as shown by formula (CR01008x3), a pharmaceutically

acceptable salt thereof and a steroisomer thereof:
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", Ej/ O
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HO\\\\\\\\ O /,//O MN |
H O=I|3—OH
OH R
HO,, A ,NHAc
Ej/ 1
. ) OH
O\\\\\\\‘ O '//,/O /\/\)J\

Iz

(CR0O1008X3)

alternatively, each Riigand IS independently selected from a structure as shown by formula
(CR01013x3), a pharmaceutically acceptable salt thereof and a steroisomer thereof:
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29. The conjugate according to claim 28, wherein the conjugate comprises one or more pairs

of:
Pair Sense strand (5'-3) Antisense strand (5'-3")
RZ00 CmsGMsAMAMGMCmUfCfAfUS SEQ ID NO: AmsAfsUmAMUMAfUMUmMCTAmM SEQID
2033 GmAMAMUMAMUmMAmUmMUm_ | 887_(CR01008 UmGmAmMGFC(moe)UfUmCmGm NO: 908
(CR01008x%3) X 3) sUmsAm )
RZ00 CmsGmsAMAMGMCmUfCFAfUf SEQ ID NO: AmsAfsUmAMUMATfUMUmMCmAS SEQ ID
2034 GmAMAMUMAmMUMAmMUmMUmM_ | 887_(CR01008 | UmGmMAmMGFC(moe)UfUmCmGm NO- 909
(CR01008x%3) X3) sUmsAm )
RZ00 CmsGmsAmMAMG(moe)CmUfCF SEQ ID NO: AmsAfsUmMAMUmMAfUmMUmMCmAF SEQ ID
2036 AfUFGmMAMAMUMAmMUmMAmU 888_(CR01008 | UmGMAMGfC(moe)UfUmCmGm NO: 909
mUm_(CR01008x3) X3) sUmsAm )
RZ00 CmsGmsAMAMGMCmUfCFAfUf SEQ ID NO: AmsAfsUmAMUMATfUMUmMCmAF SEQ ID
2037 GmA(moe)AmUmAMUmMAmMUm | 889_(CR01008 | UmGmMAMGFC(moe)UfUmCmGm NO: 909
Um_(CR01008x3) X 3) sUmsAm )
RZ00 | CmsGmsAMAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUmMAMUmMAfUmUmMCmASf | SEQ ID
2038 | GmAmMA(moe)UmAmUmAmMUmM | 890(CR01008X | UmGmMAmMGFC(moe)UfUmCmGm NO: 909
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Um_(CR01008x3) 3) sUmsAm
RZ00 CmsGMsAMAMGMCmUTfCfAfUf SEQ ID NO: AmsAfsUmAmMUMATfUMUmMCmAF SEQID
2039 GmMAMAMUMAmMUMAmMT(moe) | 891 (CR01008 | UmGMAMGFC(moe)UfUmCmGm NO: 909
Um_(CR01008x3) X 3) sUmsAm )
RZ00 CmsGmsAMAmMG(moe)CmUfCF SEQ ID NO: AmsAfsUmAMUMAFUMT(moe)C SEQ ID
2040 AfUFGmAMAMUmMAmMUmMAmU 888_(CR01008 | mAfUMGMAMGICmUfUmCmGm NO: 911
mUm_(CR01008x3) X 3) sUmsAm '
RZ00 CmsGmsAMAMGMCmUfCFAfUf SEQ ID NO: AmsAfsUmAmMUMAFUMT (moe)C SEQID
2041 GmA(moe)AmUmAmUmMAmMUm 889 (CR01008 | mAfUMGMAMGCmUfUmCmGm NO: 911
Um_(CR01008x3) X 3) sUmsAm '
RZ00 CmsGmsAMAMGMCmUfCFAfUf SEQ ID NO: AmsAfsUmMAMUMAFUMT (moe)C SEQID
2042 GmAmMA(moe)UmAmMUmAmMUmM 890_(CR01008 | mAfUMGMAMGfCmUfUmCmGm NO: 911
Um_(CR01008x3) X 3) sUmsAm '
RZ00 CmsGmsAMAMGMCmUFCTATUT SEQ ID NO: AmsAfsUmAmMUMAFUMT (moe)C SEQID
2043 GmAMAMUMAmMUmMAmMT(moe) 891_(CR01008 | mAfUmMGMAMGFCmUfUmCmGm NO: 911
Um_(CR01008x3) X 3) sUmsAm '
RZ00 CmsAmsGmMAMGmMAmMAFAfUfUT SEQ ID NO: AmsUfsGMUMAMGFUMAMGTA SEQID
2050 CmUmAMCmUmMAMCmAmMUm_ | 892_(CR01008 | mAmUmUmMUfC(moe)UfCmUmG NO: 912
(CR01008x%3) X 3) msUmsAm )
RZ00 CmsAmsGmAMGmMAmMAFAfUfUT SEQ ID NO: AmsUfsGmMUmMAmMGTUMAMGmMA SEQID
2051 CmUmMAmMCmUmMAMCmAmUm_ | 892_(CR01008 fAMUmUmMUfC(moe)UfCmUmMG NO- 913
(CR01008x%3) X 3) msUmsAm )
RZ00 CmsAmsGmAMG(moe)AmATAF SEQ ID NO: AmsUfsGmUmMAMGFUMAMGmMA SEQ ID
2053 UfufCmUmAmMCmUmMAmMCmAm | 893_(CR01008 | fAmUmUmUfC(moe)UfCmUmG NO: 913
Um_(CR01008x3) X 3) msUmsAm )
RZ00 CmsAmsGmAmMGmMAmMAfAfUTUf SEQ ID NO: AmsUfsGmMUmMAmMGfUmAMGmMA SEQ ID
2054 CmT(moe)AmCmUmMAmMCmAm | 894 (CR01008 | fAMUmUmUfC(moe)UfCmUmG NO: 913
Um_(CR01008x3) X3) msUmsAm )
RZ00 CmsAMsGMAMGmMAMAFAfUTUT SEQ ID NO: AmsUfsGmMUmMAMGfUMAMGmMA SEQ ID
2055 CmUmA(moe)CmUmAmMCmAm | 895_(CR01008 | fAmUmUmMUfC(moe)UfCmUmG NO: 913
Um_(CR01008x3) X3) msUmsAm )
RZ00 CmsAMSGMAMGMAMAFfAfUfUf SEQ ID NO: AmsUfsGmMUMAMGTUMAMGmMA SEQID
2056 CmUmAMCmUmMAmMCmA(moe) | 896_(CR01008 | fAmMUmUmUfC(moe)UfCmUmG NO: 913
Um_(CR01008x3) X 3) msUmsAm )
RZ00 CmsAmsGmAmMG(moe)AmATAfF SEQ ID NO: AmsUfsGmUmMAMGTUmMA(moe)G SEQ ID
2057 UfufCmUmAmMCmUmMAMCmMAm | 893_(CR01008 | mAfAMUmMUMUfCmUfCmUmMGm NO: 915
Um_(CR01008x3) X 3) sUmsAm )
RZ00 CmsAmsGmAMGmMAmMAFAfUTUf SEQ ID NO: AmsUfsGmUmMAmMGTUmMA (moe)G SEQID
2058 CmT(moe)AmCmUmAmMCmAmM 894 (CR01008 | mAfAMUmMUMUfCmUfCmUmMGm NO: 915
Um_(CR01008x3) X 3) sUmsAm )
RZ00 CmsAmsGmAMGmMAmMAFAfUTUf SEQ ID NO: AmsUfsGmUmMAmMGTUmMA(moe)G SEQID
2059 CmUmA(moe)CmUmAmMCmAmM 895_(CR01008 | mAfAMUmMUMUfCmUfCmMmUmMGm NO: 915
Um_(CR01008x3) X 3) sUmsAm )
RZ00 CmsAmsGmAmMGmMAmMAfAfUTUf SEQ ID NO: AmsUfsGmMUMAmMGTUmMA(moe)G SEQID
2060 CmUmAMCmMUmMAmMCmA(moe) 896_(CR01008 | mAfAMUmMUMUfCmUfCmUmMGm NO: 915
Um_(CR01008x3) X 3) sUmsAm )
RZ00 GmsAmsGmAMAMUMUFGFCUf SEQ ID NO: UmsUfsUmGmUmMAFfUMGmMATFA SEQID
2066 UmCmAmMUmMAMCmAmMAmMAm_ | 897_(CR01008 mGMCmMAMATFT (moe)UfCmUmC NO: 916
(CR01008x%3) X 3) msCmsUm )
RZ00 GmsAmsGmMAMAMUMUTGFCfUf SEQ ID NO: UmsUfsUmGmUmMAFfUMGmMAmMA SEQID
2067 UmCmAmMUMAmMCmAmMAmMAm_ | 897_(CR01008 | fGmCmAMAFT(moe)UfCmUmCm NO: 917
(CR01008x%3) X 3) sCmsUm )
RZ00 GmsAmsGmMAMAmMUmMUfGFCTUf SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAMA SEQID
2068 UmCmAmMUmMAMCmAMAmMAm_ | 897_(CR01008 | mGfCmAmAFT(moe)UfCmUmCm NO: 918
(CR01008x3) X 3) sCmsUm )
RZ00 | GmsAmsGmAmMA(moe)UmUfGf SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAmA SEQID
2069 | CfUfUmMCmAMUmMAMCmAmMAmM | 898 (CR01008 | fGMCmMAMAFT(moe)UfCmUmCm | NO: 917
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Am_(CR01008x3) X3) sCmsUm
RZ00 GmsAmsGmAMAMUmMUGfCfUf SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAmMA SEQID
2070 UmC(moe)AmUmAMCmAmMAm | 899 _(CR01008 | fGMCmAMAFT(moe)UfCmUmCm NO: 917
Am_(CR01008x3) X 3) sCmsUm )
RZ00 GmsAmMsGMAMAmMUmMUfGFCTUf SEQ ID NO: UmsUfsUmGmUmAfUmGmAmA SEQ ID
2071 UmCmA(moe)UmAMCmAmMAm | 900_(CR01008 | fGmCmAMAFT(moe)UfCmUmCm NO: 917
Am_(CR01008x3) X 3) sCmsUm )
RZ00 GmsAmsGmMAMAMUMUTGFCfUf SEQ ID NO: UmsUfsUmGmUmMAFfUMGmMAmMA SEQID
2072 UmCmAmMUmMAmMCmAmA(moe) | 901_(CR01008 | fGmMCmAMAST(moe)UfCmUmCm NO: 917
Am_(CR01008x3) X 3) sCmsUm )
RZ00 GmsAmsGmAmMA(moe)UmUFGf SEQ ID NO: UmsUfsUmGmUmMAfUmMG(moe)A SEQ ID
2073 CfufUmCmAmMUmMAmMCmAmMAm | 898 (CR01008 | mAfGMCmAmMAfUMUfCmUmCm NO: 919
Am_(CR01008x3) X 3) sCmsUm )
RZ00 GmsAmsGMAmMAMUmMUGFCTUT SEQ ID NO: UmsUfsUmGmUmMAfUmMG(moe)A SEQID
2074 UmC(moe)AmUmAmMCmAmMAm 899_(CR01008 | mAfGMCmAmMAfUmMUfCmUmCm NO: 919
Am_(CR01008x3) X 3) sCmsUm )
RZ00 GmsAmsGMAmMAMUmMUFGFCTUf SEQ ID NO: UmsUfsUmGmUmMAfUmMG(moe)A SEQID
2075 UmCmA(moe)UmAmMCmAmAm 900_(CR01008 | mAfGmMCmAMAfUmUfCmUmCm NO: 919
Am_(CR01008x3) X 3) sCmsUm )
RZ00 GmsAmsGMAmMAMUmMUFGFCTUf SEQ ID NO: UmsUfsUmGmUmMAfUmMG(moe)A SEQID
2076 UmCmAmMUmMAmMCmAmA(moe) | 901_(CR01008 | mAfGmMCmAmMAfUMUfCmUmMCm NO: 919
Am_(CR01008x3) X 3) sCmsUm )
RZ00 CmsAMsAMCmUmMCmAFCFCfUf SEQ ID NO: AmsUfsUmUmAmMUfUMAMCTAmM SEQID
2082 GmUmMAmMAMUMAMAmMAMUmM_ | 902_(CR01008 | GmGmUmMGFA(moe)GfFUmUmGMm NO: 920
(CR01008x%3) X3) sAmsUm )
RZ00 CmsAmsAmCmUmMCmAfCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUMAmMCmAf SEQ ID
2083 GmUmAmMAMUmMAMAmMAmMUmM_ | 902_(CR01008 | GmGmUmMGfA(moe)GfUmUmGm NO: 921
(CR01008x%3) X3) sAmsUm )
RZ00 CmsAmsAmMCmUMCmASfCfCfUf SEQ ID NO: AmsUfsUmUmAmUfUmAmMCmA SEQ ID
2084 GmUmAmMAMUMAMAmMAmUmM_ | 902_(CR01008 mGfGmUmMGFA(moe)GFUmUmG NO- 922
(CR01008x%3) X3) msAmsUm )
RZ00 CmsAmsAmCmT(moe)CmAFfCfC SEQ ID NO: AmsUfsUmUmAmMUfUmMAmMCmAF SEQ ID
2085 fUfGmUmAMAmMUmMAmMAmMAm | 903_(CR01008 | GmGmUmMGFA(moe)GfUmUmGm NO: 921
Um_(CR01008x3) X 3) sAmsUm )
RZ00 CmsAmsAmCmUmMCmAfCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUMAmMCmAf SEQ ID
2086 GmT(moe) AMAMUMAmMAmMAm | 904_(CR01008 | GmGmUmMGFA(moe)GFUmUmMGm NO: 921
Um_(CR01008x3) X 3) sAmsUm )
RZ00 CmsAmsAMCmUmMCmAfCFCfUf SEQ ID NO: AmsUfsUmUmAmMUfUMAmMCmAF SEQID
2087 GmUmA(moe)AmUmAmMAmMAm | 905_(CR01008 | GmGmUmMGFA(moe)GfFUmUmGm NO: 921
Um_(CR01008x3) X 3) sAmsUm )
RZ00 CmsAmsAMCmUmMCmASfCFCfUf SEQ ID NO: AmsUfsUmUmAmMUfUMAmMCmATF SEQID
2088 GmUmAMAmMUMAmMAmMA(moe) | 906_(CR01008 | GmGmUMGFA(moe)GfFUmUmGm NO: 921
Um_(CR01008x3) X 3) sAmsUm )
RZ00 CmsAmsAmCmT (moe)CmAfFCfC SEQ ID NO: AmsUfsUmUmAmMUfUmMA(moe)C SEQ ID
2089 fUfGmUmAmMAMUmMAmMAmMAmM 903_(CR01008 MAfGMGMUMGFAMGFUMUMG NO: 923
Um_(CR01008x3) X 3) msAmsUm )
RZ00 CmsAmsAmCmUmMCmATFfCfCfUf SEQ ID NO: AmsUfsUmUmAmUfUmMA (moe)C SEQID
2090 GmT(moe) AmAmUmMAmMAmMAmM 904_(CR01008 MAfGMGMUMGFAMGFUMUMG NO: 923
Um_(CR01008x3) X 3) msAmsUm )
RZ00 CmsAmsAmCmUmMCmATFfCfCfUf SEQ ID NO: AmsUfsUmUmAmUfUmMA (moe)C SEQID
2091 GmUmA(moe)AmUmAmMAmMAm 905_(CR01008 MAFGMGMUMGFAMGFUMUmMG NO: 923
Um_(CR01008x3) X 3) msAmsUm )
RZ00 CmsAmsAmCmUmMCmAfCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUmMA(moe)C SEQID
2092 GmUmAmMAmMUmMAmMAmMA(moe) 906_(CR01008 MAfGMGMUMGFAMGFUMUMG NO: 923
Um_(CR01008x3) X 3) msAmsUm )
RZ00 | CmsGmsAmAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUmAMUmMAfUMUmMCmA SEQ ID
2099 | GmAMAMUmMAMUmAmMUmUm 887 (CR01008 mUfGMAMGFC(moe)UfUmCmG NO: 910
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(CR01008x%3) X3) msUmsAm

RZ00 CmsGmsAMAMG(moe)CmUfCF SEQ ID NO: AmsAfsUmAMUmMAfUmMUmMCmA SEQ ID

2100 AfUFfGmAMAMUmMAmMUmMAmMU 888_(CR01008 mUfGMAmMGFC(moe)UfUmCmG NO: 910
mUm_(CR01008x3) X 3) msUmsAm )

RZ00 CmsGmsAMAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUmAMUmMAfUMUmMCmA SEQ ID

2101 GmAmMA(moe)UmAmMUmAmMUm | 890_(CR01008 mUfGMAMGC(moe)UfUmCmG NO: 910
Um_(CR01008x3) X 3) msUmsAm ’

RZ00 CmsGmsAMAMGMCmUfCFAfUf SEQ ID NO: AmsAfsUmAmMUMAFUMT (moe)C SEQID

2102 GmAmMA(moe)UmAmUmMAmMUm 890_(CR01008 | mAMUfGMAMGfCmUfUmCmGm NO: 924
Um_(CR01008x3) X 3) sUmsAm )

RZ00 CmsGmsAMAMGMCmUfCFAfUf SEQ ID NO: AmsAfsUmMAMUMAFUMT (moe)C SEQID

2103 GmAMAMUMAMUmMAMT(moe) 891_(CR01008 | mAMUfGMAMGfCmUfUmCmGm NO: 924
Um_(CR01008x3) X 3) sUmsAm )

RZ00 CmsAMsGmMAMGMAmMAFAfUfUT SEQ ID NO: AmsUfsGmUMAMGfUMAMGmMA SEQID

2106 CmUmMAMCmUmMAMCmAmUm_ | 892_(CR01008 mAfUmUmUfC(moe)UfCmUmG NO: 914
(CR01008x%3) X 3) msUmsAm )

RZ00 CmsAmsGmAMGmAmMAFAfUTUT SEQ ID NO: AmsUfsGmUMAMGTUMAmMGmMA SEQID

2107 CmUmA(moe)CmUmAmMCmAm | 895_(CR01008 mAfUmUmUfC(moe)UFfCmUmG NO: 914
Um_(CR01008x3) X 3) msUmsAm )

RZ00 CmsAmsGmAmMGmMAmMAFAfUTUf SEQ ID NO: AmsUfsGmUmMAmMGTUMA (moe)G SEQID

2108 CmUmAmMCmUmMAmMCmA(moe) | 896_(CR01008 | mAmAfUmUmMUTCmUfCmUmMGm NO: 925
Um_(CR01008x3) X 3) sUmsAm )

RZ00 CmsAMsAMCmUmMCmAFCFCfUf SEQ ID NO: AmsUfsUmUmAmMUfUmMAMCmMA SEQID

2112 GmUmMA(moe)AmUmAmMAmMAm | 905_(CR01008 | mGfGmUmMGFA(moe)GfUmUmG NO: 922
Um_(CR01008x3) X 3) msAmsUm )

RZ00 CmsAmsAmCmUmMCmAfCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUmMA(moe)C SEQ ID

2113 GmUmAmMAMUmMAmMAmMA(moe) 906_(CR01008 MAMGFGMUMGFAMGFUMUMG NO: 926
Um_(CR01008x3) X3) msAmsUm )

RZ00 CmsAMsGMAMGmMAMAFAfUTUT SEQ ID NO: AmsUfsGmMUmMAMGfUMAMGmMA SEQ ID

2115 CmUmMAmMCmUmMAMCmAmUm_ | 892_(CR01008 mAmMUfUmUfC(moe)UfCmUmG NO- 927
(CR01008x%3) X3) msUmsAm )

RZ00 AmsAmsAmUmUmMCmUfAfCfUf SEQ ID NO: UmsAfsUmAMGmMAfUMGmMUmMA SEQID

2116 AmCmAMUMCmUmAMUmMAm_ | 907_(CR01008 | mGmUfAMGFAMAfUMUmMUmsC NO: 928
(CR01008x%3) X 3) msUm )

RZ00 AmsAmsAmUmUmCmUfAFCfUf SEQ ID NO: UmsAfsUmAMGmMAfUMGmUfA SEQ ID

2117 AmCmAmMUMCmUmAmMUmMAm_ | 907_(CR01008 | mGmUmAMGTFA(moe)AfUmUmU NO: 929
(CR01008x%3) X 3) msCmsUm )

RZ00 AmsAmsAmUmUmMCmUTFATCfUf SEQ ID NO: UmsAfsUmAMGmMAfUMGmMUmMA SEQID

2118 AmCmAmMUMCmUmMAmMUmMAm_ | 907_(CR01008 mGmUfAMGFA(moe)AfUmUmU NO: 930
(CR01008x%3) X 3) msCmsUm )

RZ00 CmsGmMsAMAMGMCmUTCfAfUf SEQ ID NO: AmsAfsUmAmMUmMATfUMUmMCTAmM SEQID

2119 GmMAMAMUMAmMUMAMUmMUmM_ | 887_(CR01008 | UmGmAmMGfCmUfUmCmGmsUm NO: 931
(CR01008x%3) X 3) sAm )

RZ00 CmsGmsAMAMGmMCmUfCTAfUf SEQ ID NO: AmsAfsUMAMUMAfUMUMCmA SEQID

2120 GmAmMAMUMAMUmMAmMUmMUm_ | 887_(CR01008 mUmMGfAMGfCmUfUmCmGmsU NO: 932
(CR01008x%3) X 3) msAm ’

RZ00 CmsGmsAMAMGmMCmUTCFAfUf SEQ ID NO: AmsAfsUmAMUMAfUmMUmCmA SEQID

2191 GmAmMAMUMAMUmMAmMUmMUm_ | 887_(CR01008 mUmGFAMGFC(moe)UfUmCmG NO: 933
(CR01008x%3) X 3) msUmsAm )

RZ00 CmsAmMsAMCmUMCmAFCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUMAmMCTAmM SEQID

2122 GmUmAmMAMUMAMAmMAmUmM_ | 902_(CR01008 GmMGMUMGFAMGfUMUMGmSsA NO: 934
(CR01008x%3) X 3) msUm ’

RZ00 CmsAmsAmCmUmMCmATFfCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUMAMCmMA SEQID

2123 GmUmAMAMUMAmMAmMAmUm_ | 902_(CR01008 MGMGfUMGFAMGFUMUMGmMsA NO: 935
(CR01008x%3) X 3) msUm )

RZ00 | CmsAmsAMCmUmMCmAFCFCfUf SEQ ID NO: AmsUfsUmUmAmMUfUmAmMCmA SEQ ID

2124 | GmUmAmMAMUmMAmMAmMAmMmUm 902 _(CR01008 mGmMGFfUMGFA(moe)GFUmUmG NO: 936
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(CR01008x%3) X3) msAmsUm
RZ00 CmsAMsSGMAMGmMAMAfAfUfUf SEQ ID NO: AmsUfsGmUmMAMGTUMAMGTA SEQID
2195 CmUmMAMCmUmMAMCmAmMUmM_ | 892_(CR01008 | mAmUmUmUfCmUfCmUmGmsU NO: 937
(CR01008x%3) X 3) msAm ’
RZ00 CmsAmsGmMAMGmMAmMAfFAfUfUf SEQ ID NO: AmsUfsGmMUmMAmMGfUMAMGmA SEQ ID
2126 CmUmAmMCmUmMAmMCmAmMUm_ | 892_(CR01008 mAMUfUmUfCmUfCmUmGmsU NO: 938
(CR01008x%3) X 3) msAm ’
RZ00 AmsAmsAmMUmUmMCmUfATCTUfT SEQ ID NO: UmsAfsUmAmMGmMAfUMGmUTA SEQID
2130 AmCmAmMUMCmUmMAmMUmMAm_ | 907_(CR01008 mGmMUMAMGFAMAfUmUmUms NO: 939
(CR01008x3) X 3) CmsUm '
RZ00 GmsAmsGmAMAmMUmUGFCTUf SEQ ID NO: UmsUfsUmGmUmMATfUMGmMATFA SEQID
2131 UmCmAmMUMAMCmMAmMAmMAm_ | 897_(CR01008 | mGmCmAmMAfUmUfCmUmCmsC NO: 940
(CR01008x%3) X 3) msUm ’
RZ00 GmsAMsSGMAMAMUMUFGFCTUf SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAMmMA SEQID
2132 UmCmAmMUMAmMCmAmMAmMAm_ | 897_(CR01008 mGMCFfAMAfUMUfCmUmMCmsC NO: 941
(CR01008x%3) X 3) msUm ’
RZ00 GmsAmsGmAMAmMUmUGFCTUf SEQ ID NO: UmsUfsUmGmUmMATfUMGmMATFA SEQID
2133 UmCmAmMUmMAMCmAmMAmAm_ | 897_(CR01008 mGmMCmAmMAfU(moe)UfCmUmC NO: 942
(CR01008x%3) X 3) msCmsUm )
RZ00 GmsAmsGmAMAmMUmUGFCTUf SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAmMA SEQID
2134 UmCmAmMUMAmMCmMAmMAmMAm_ | 897_(CR01008 | mGmCfAmMAfU(moe)UfCmUmCm NO- 943
(CR01008x%3) X 3) sCmsUm ’
optionally, the conjugate comprises one or more pairs of:
Pair Sense strand (5'-3") Antisense strand (5'-3")
RZ00 CmsGmMsAMAMGMCmUTCfAfUf SEQ ID NO: AmsAfsUmAmMUmMAfUMUmMCTAmM SEQID
2033 GmAMAmMUMAMUMAmMUmMUm_ | 887_(CR01008 | UmGMAMGFC(moe)UfUmCmGm NO: 908
(CR01008x%3) X 3) sUmsAm )
RZ00 CmsAmsGmAMGmMAmMAfFAfUfUf SEQ ID NO: AmsUfsGmMUMAMGfUmMAMGTA SEQ ID
2050 CmUmMAMCmMUMAMCmAmMUm_ | 892_(CR01008 | mAmUmUmMUfC(moe)UfCmUmG NO- 912
(CR01008x%3) X3) msUmsAm )
RZ00 CmsAmsAMCmUmMCmAfCFCfUf SEQ ID NO: AmsUfsUmUmAmMUfUMAmMCTAmM SEQID
2082 GmUmAmMAMUMAMAmMAmMUmM_ | 902_(CR01008 | GmGmUmMGfA(moe)GfUmUmGm NO: 920
(CR01008x%3) X3) sAmsUm ’
RZ00 CmsAmsGmMAMGmMAmMAFAfUfUT SEQ ID NO: AmsUfsGmUmMAmMGfUMAMGmA SEQ ID
2106 CmUmMAMCmUmMAMCmAmUm_ | 892_(CR01008 mAfUmMUmMUfC(moe)UfCmUmG NO: 914
(CR01008x%3) X 3) msUmsAm )
RZ00 CmsAmsGmAMGmMAmMAfFAfUfUf SEQ ID NO: AmsUfsGmMUmMAmMGfUMAMGmA SEQ ID
2115 CmUmAmMCmUmMAmMCmAmMUm_ | 892_(CR01008 mAmMUfUmUfC(moe)UFfCmUmG NO: 927
(CR01008x%3) X 3) msUmsAm )
RZ00 AmsAmsAmMUmUmMCmUfATCTUT SEQ ID NO: UmsAfsUmAMGmMAfUMGmMUmMA SEQID
2116 AmCmAmMUMCmUmAmMUmAm_ | 907_(CR01008 mMmGmMUTfAMGFAMAfUMUmUmsC NO: 928
(CR01008x3) X 3) msUm '
RZ00 AmsAmsAmMUmUmCmUTAFCUf SEQ ID NO: UmsAfsUmAMGmMAfUMGmMUTA SEQID
2117 AmCmAmMUMCmUmMAmMUmMAm_ | 907_(CR01008 | mGmUmAmMGFA(moe)AfUmUmU NO: 929
(CR01008x%3) X 3) msCmsUm )
RZ00 AmsAmsAmUmUMCmUTAfCfUf SEQ ID NO: UmsAfsUmAMGmMAfUMGMUmMA SEQID
2118 AmCmAmMUMCmUmMAmMUmMAm_ | 907_(CR01008 mGmUfAMGFA(moe)AfUmUmU NO: 930
(CR01008x%3) X 3) msCmsUm )
RZ00 CmsGmsAMAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUmAmMUmMAfUMUmMCTAmM SEQID
2119 GmMAMAMUMAmMUMAmMUmMUmM_ | 887_(CR01008 | UmGmAmMGFCmUfUmCmGmsUm NO- 931
(CR01008x3) X 3) sAm '
RZ00 | CmsGmsAmAMGmMCmUfCFAfUf SEQ ID NO: AmsAfsUmAMUmMAfUMUmMCmA SEQ ID
2120 | GmAMAMUmMAMUmAmMUmMUm_ | 887 (CR01008 | mUmGFAMGFCmUfUmCmGmsU NO: 932
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(CR01008x%3) X 3) msAm
RZ00 CmsGMsAMAMGMCmUTfCfAfUf SEQ ID NO: AmsAfsUmAMUMAfUMUmMCmA SEQID
2121 GmAmMAMUMAmMUmMAmUmUm_ | 887_(CR01008 mUmGFAMGTC(moe)UfUmCmG NO: 933
(CR01008x%3) X 3) msUmsAm )
RZ00 CmsAmsAmCmUmCmAFfCfCfUf SEQ ID NO: AmsUfsUmUmAmMUfUmAmMCTAmM SEQ ID
2122 GmUmAMAMUMAMAmMAmUm_ | 902_(CR01008 GmMGMUMGFAMGfUMUMGmSsA NO: 934
(CR01008x%3) X 3) msUm ’
RZ00 CmsAMsAMCmUMCmAFCfCfUf SEQ ID NO: AmsUfsUmUmAMUfUmAmMCmA SEQID
2123 GmUmAMAMUMAmMAmMAmUm_ | 902_(CR01008 MGMGfUMGFAMGFUMUMGmMsA NO: 935
(CR01008x%3) X 3) msUm ’
RZ00 CmsAmMsAMCmUMCmAFCfCfUf SEQ ID NO: AmsUfsUmUmAMUfUmAmMCmA SEQID
2124 GmUmAMAMUmMAmMAmMAmUm_ | 902_(CR01008 mGmMGfUMGFA(moe)GFUmUmMG NO: 936
(CR01008x%3) X 3) msAmsUm ’
RZ00 CmsAMsGmMAMGMAmMAFAfUfUT SEQ ID NO: AmsUfsGmUMAMGFUMAMGTA SEQID
2195 CmUmMAMCmUmMAMCmAmMUm_ | 892_(CR01008 | mAmUmUmUfCmUfCmUmGmsU NO: 937
(CR01008x%3) X 3) msAm ’
RZ00 CmsAmsGmAMGmAmMAFAfUTUT SEQ ID NO: AmsUfsGmUMAMGTUMAmMGmMA SEQID
2126 CmUmAmMCmUmMAmMCmAmUm_ | 892_(CR01008 mAMUfUmUfCmUfCmUmGmsU NO: 938
(CR01008x3) X 3) msAm '
RZ00 AmsAmsAmMUmUmMCmUfATCTUfT SEQ ID NO: UmsAfsUmAmMGmMATfUMGmUTA SEQID
2130 AmCmAmMUMCmUmAmMUmMAm_ | 907_(CR01008 mGmMUMAMGFAMAfUMUmMUms NO- 939
(CR01008x%3) X 3) CmsUm ’
RZ00 GmsAMSGMAMAMUMUFGFCTUf SEQ ID NO: UmsUfsUmGmUmMAFfUMGmATA SEQID
2131 UmCmAmMUMAmMCmMAmMAmMAm_ | 897_(CR01008 | mGmCmAmMAfUmUfCmUmCmsC NO: 940
(CR01008x%3) X3) msUm ’
RZ00 GmsAmsGmMAMAMUMUFGFCfUf SEQ ID NO: UmsUfsUmGmUmAfUMGmAmMA SEQ ID
2132 UmCmAmMUmMAMCmAmMAmMAm_ | 897_(CR01008 mMGmMCfAMAfUMUfCmUmCmsC NO: 941
(CR01008x3) X 3) msUm :
RZ00 GmsAmsGmAMAMUmMUGTCTUf SEQ ID NO: UmsUfsUmGmUmMAFfUMGmATA SEQ ID
2133 UmCmAmMUMAmMCmAmMAmMAm_ | 897_(CR01008 | mGmCmAmAfU(moe)UfCmumC NO- 942
(CR01008x%3) X3) msCmsUm )
RZ00 GmsAmsGmAMAMUmMUTGfCfUf SEQ ID NO: UmsUfsUmGmUmMAfUMGmMAMmMA SEQID
2134 UmCmAmMUmMAMCmAMAmMAm_ | 897_(CR01008 | mGmCfAMAfU(moe)UfCmUmCm NO: 943
(CR01008x%3) X 3) sCmsUm )
;and
optionally, the conjugate comprises the pair of:
Pair Sense strand (5'-3") Antisense strand (5'-3")
RZ00 CmsAmsGmAMGmMAmMAfFAfUfUf SEQ ID NO: AmsUfsGmMUmMAmMGfUMAMGmA SEQ ID
2106 CmUmAmMCmUmMAmMCmAmMUm_ | 892_(CR01008 mAfUmUmUfC(moe)UfCmUmG NO: 914
(CR01008x%3) X 3) msUmsAm )

30. Use of the double-stranded oligonucleotide according to any one of claims 1 to 23 or the
conjugate according to any one of claims 24 to 29, in the manufacture of a medicament for

ameliorating, preventing and/or treating a disease or disorder mediated by C3 gene;

optionally, the disease or disorder mediated by C3 gene is selected from: IgA nephropathy,
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atypical hemolytic uremic syndrome (aHUS), paroxysmal nocturnal hemoglobinuria (PNH), C3

glomerulopathy, lupus nephritis, and membranous nephropathy.

31. A pharmaceutical composition comprising the double-stranded oligonucleotide according

to any one of claims 1 to 23 and/or the conjugate according to any one of claims 24 to 29.

32. A kit comprising the double-stranded oligonucleotide according to any one of claims 1 to

23 and/or the conjugate according to any one of claims 24 to 29.

33. A method for inhibiting expression of C3 gene, comprising administering the double-
stranded oligonucleotide according to any one of claims 1 to 23, and/or the conjugate according to
any one of claims 24 to 29, and/or the pharmaceutical composition according to claim 31, to a

subject in need thereof.

34. A method for ameliorating, treating and/or preventing a disease or disorder mediated by
C3 gene, comprising administering the double-stranded oligonucleotide according to any one of
claims 1 to 23, and/or the conjugate according to any one of claims 24 to 29, and/or the

pharmaceutical composition according to claim 31, to a subject in need thereof;

optionally, the disease or disorder mediated by C3 gene is associated with the mRNA

expression level of C3 gene;

optionally, the disease or disorder is selected from IgA nephropathy, atypical hemolytic uremic
syndrome, paroxysmal nocturnal hemoglobinuria (PNH), C3 glomerulopathy, lupus nephritis and

membranous nephropathy.
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